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(57) Abstract 

A class of pyrazolyl benzenesulfonamide 
compounds is described for use in treating 
inflammation and inflammation-related disorders. 
Compounds of particular interest are defined 
by formula (II), whrein R 2 is selected from 
hydrido, alkyl, haloalkyl, alkoxycarbonyl, 
cyano, cyanoalkyl, carboxyl, aminocarbonyl, 
alkyl aminocarbonyl, cycloalkylaminocarbonyl, 

arylaminocarbonyl, carboxyalkyUminccarbonyl, carboxyalkyl, aralkoxycarbonyl alkyl aminocarbonyl, aminocarbonylalkyl, alkoxycarbonyl- 
cyanoalkenyl and hydroxyalkyl; wherein R 3 is selected from hydndo, alkyl, cyano, hydroxyalkyl, cycloalkyl. alkylsulfonyl and halo; 
and wherein R 4 is selected from aralkenyl, aryl. cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 is optionally substituted at a 
substitutable position with one or more radicals selected from halo, alkylthio. alkylsulfonyl. cyano, nitro. haloalkyl, alkyl, hydroxy!, 
alkenyl. hydroxyalkyl. carboxyl, cycloalkyl, alkylaraino, dialkylamino. alkoxycarbonyl, aminocarbonyl, alkoxy, haloaJkoxy, sulfamyl. 
heterocyclic and amino; provided R 2 and R 3 are not both hydrido; further provided that R 2 is not carboxyl or methyl when R 3 is hydrido 
and when R 4 is phenyl; further provided that R 4 is not triazolyl when R 2 is methyl; further provided that R 4 is not aralkenyl when R 2 
is carboxyl, aminocarbonyl or ethoxycarbonyl. further provided that R 4 is not phenyl when R 2 is methyl and R 3 is carboxyl; and further 
provided that R 4 is not unsubstituted thicnyl when R 2 is tnfluoromethyl; or a pharmaceutical^ acceptable salt thereof. 
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SUBSTITUTED PYRAZOLYL BENZENE SULFONAMIDES 
FOR THB TREATMENT OF INFLAMMATION 

FIELD OF THE INVENTION 

5 This invention is in the field of anti- 

inflammatory pharmaceutical agents and specifically relates 
to compounds, compositions and methods for treating 
inflammation and inflammation-associated disorders, such as 
arthritis . 

10 

BACKGROUND OF THE INVENTION 

Prostaglandins play a major role in the 
inflammation process and the inhibition of prostaglandin 

15 production, especially production of PGG2 , PGH2 and PGE2 , 
i:=ts been a coiuiucn target of anti inf lamjiiatcry drug 
discovery. However, common non-steroidal anti-inflammatory 
drugs (NSAIDs) that are active in reducing the 
prostaglandin-induced pain and swelling associated with the 

20 inflammation process are also active in affecting other 
prostaglandin-regulated processes not associated with the 
inf lammation process. Thus, use of high doses of most 
common NSAIDs can produce severe side effects, including 
life threatening ulcers, that limit their therapeutic 

25 potential. An alternative to NSAIDs is the use of 

corticosteroids, which have even more drastic side effects, 
especially when long term therapy is involved. 

Previous NSAIDs have been found to prevent 
3C the production of prostaglandins by inhibiting 

enzymes in the human arachidonic acid/prostaglandin 
pathway, including the enzyme cyclooxygenase (CCX) . 
The recent discovery cf an inducible enzyme 
associated with inflammation (named "cyclooxygenase 
35 II (COX ID" cr "prostaglandin G/H synthase II"; 
pruv.des a viable target of inhibition which more 
effectively reduces inflammation and produces fewer 
and less drastic side effects. 
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Pyrazoles have been described for use in the 
treatment of inflammation. U.S. Patent No. 5,134,142 to 
Matsuo et al describes 1,5-diaryl pyrazoles, and 

specifically, 1- (4 -f luorophenyl ) -5- [4- 9 
5 (methylsulfonyl) phenyl j -3 -tntiuoromethyi pyrazole, as % 
having anti - inf lammatory activity. - 

U.S. Patent No. 3,940,418 to R . Hamilton 

describes tricyclic 4 , 5 -dihydrobenz [ g ] indazoles as 
10 antiinflammatory agents. In addition, R. Hamilton [J. 

Heterocyclic Chem., 13, 545 (1976)] describes 

tricyclic 4 , 5 -dihydrobenz [g] indazoles as 

antiinflammatory agents. U.S. Patent No. 5,134,155 

describes fused tricyclic pyrazoles having a saturated 
15 i lay bridging the pyrazole and a phenyl radical as 

HMG-CoA reductase inhibitors. European publication EP 

477,049, published Mar. 25, 1992, describes [4,5- 

dihydro-l-phenyl-lH-benz [g] indazol- 3 -yl ] amides as 

having antipsychotic activity. European publication 
20 EP 347,773, published Dec. 27, 1989, describes [4,5- 

dihydro-l-phenyl-lH-benz [g] indazol-3 -yl ] propanamides 

as immuno stimulants . M. Hashem et al [J. Med. Chem., 

19, 229 (1976}] describes fused tricyclic pyrazoles, 

having a saturated ring bridging the pyrazole and a 
25 phenyl radical, as antibiotics. 

Certain substituted pyrazoly 1 -benzenesulf onamides 
have been described in the literature as synthetic 
intermediates. Specifically, 4- [5- ( 4 -chlorophenyl ) -3- 

30 phenyl-ltf-pyrazol-l-yl ]benzenesulf onamide has been prepared 
from a pyrazoline compound as an intermediate for compounds 
having hypoglycemic activity [R. Soliman et al, J. Pharm. 
Sci., 76, 626 (1987)]. 4 - [ 5 - ( 2 - f 4 -Bromophenyl ) -2K- 1 , 2 , 3 - % 
triazol-4-yi; -3 -methyl -lH-pyrazcl - 1 -yl ] benzenesulf onamide 

3 5 has been prepared from a pyrazoline compound and described 
as potentially having hypoglycemic activity [H. Mokhtar, 
Pak. J. Sci. Ind. Res., 31, 762 (1988)]. Similarly, 4-[4- 
bromo-5- [2- ( 4 -chlorophenyl ) -2H-1, 2 , 3 -tr lazol -4 -yl ] -3- 
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methyl-lH-pyrazcl-i-yl 1 benzenesulf onamide has been prepared 
[K. Mckhtar et ai ( Pak. J. Sci. Ind. Res., 34, 9 (1991)]. 



The phy to toxicity of pyrazoie derivatives is 
5 described [M. Cocco et al, II. Farmaco -Ed . Sci., 40, 272 
(1935)], specifically fcr 1 -[ 4 - (aminosulf onyl ) phenyl ]- 5 - 
phenyl-lH-pyrazole-3 , 4 -dicarboxy lie acid. 



The use of styryl pyrazoie esters for 

10 antidiabetes drugs is described [H. Mokhtar et al , 

Pharmazie, 33, 649-651 (1978)]. The use of styryl pyrazoie 
carboxylic acids for antidiabetes drugs is described [R. 
Soliman et al, Pharmazie, 33, 184-5 (1978)]. The use of 4- 
[3,4, 5-trisubstituted-pyrazol-l-yl] benzenesulf onamide s as 

15 intermediates for sulfonylurea anti-diabetes agents is 

described, and specifically, 1- [ 4- ( aminosulf onyl ) phenyl ] -3 - 
met hyl- 5 -phenyl -lH-pyrazole -4 -carboxylic acid [R. Soliman 
et al, J. Pharm. Sci., 72, 1004 (1983)]. A series of 4-[3- 
substituted methyl - 5 -phenyl -IH-pyrazol- 1 - 

20 yl] benzenesulf onamides has been prepared as intermediates 
for anti-diabetes agents, and more specifically, 4 — [ 3 - 
methyl -5 -phenyl -lH-pyrazoi-l-yl ] benzenesulf onamide [H . 
Feid-Ailah, Pharmazie, 36. 754 (1981)]. In addition, l-(4- 
[ aminosulf onyl ] phenyl ; -5-phenylpyrazcle-3 -carboxylic acid 

25 has been prepared from the above described 4 - [ 3 -methy 1-5- 
phenyl - IH-pyrazoi-l-y 1 ] benzenesulf onamide compound [R. 
Soliman et al, J. Pharm. Sci., 70, 602 (1981)]. 
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DESCRIPTION OF TEE INVENTION 

A class of compounds useful in treating 
inflammation-related disorders is defined by Formula I: 




(I) 



wherein R ^ is selected from aryl and heteroaryl, 
wherein R~ is substituted at a subst itutable position 
10 with one or more radicals selected from sulfamyl, halo, 
aikyl, alkoxy, hydroxyl, halcalkyl and 

H .R> 

— s-n = c-n ; 

wherein R 2 is selected from hydride, halo, aikyl, 
15 haloaikyl, cyano, nitro, formyl, carboxyl, alkoxy, 
aminocarbony 1 , alkoxycarbony 1 , carboxyalky 1 , 
alkoxycarbony lalkyl , amidino, cyanoamidino , cyanoalkyl, 
alkoxycarbony lcyanoalkeny 1 , aminocarbonylalky 1 , N- 
alkylaminocarbonyl , N-ary laminocarbony 1 , N,N- 
2C dialkylaminocarbcnyl , N-alkyl-N-ary laminocarbony 1 , 
cycloalkylaminocarbonyl , heterocyclicaminocarbonyl , 
carboxyalkylaminocarbonyl , 

aralkoxycarbonylalky laminocarbony 1 , alkylcarbonyl , 
alkylcarbony lalkyl, hydroxyalky 1 , haloaralkyl , 

2 5 carbcxyhaloaikyl , alkoxycarbony ihaloalkyl , 

aminocarbony lhaloalky 1 , alky laminocarbony Ihaloalkyl , N- 
alkylamino, N, N-dialkylaminc , N-ary lamino , N- 
aralkylamino , N- alky 1 -N-aralky lamino , N-aikyl-N- 
ary lamino, amincalkyl, N-alky laminoalky 1 , N,N- 

22 dialkylaminoalkyl ( N-ary laminoalky 1 , N- 

aralkylamincaiky 1 , N-aikyl -N-aralky iamincaikyi , N-aikyi- 
N-ary laminoalky 1 , aryloxy, aralkoxy , arylthio, 
araikylthio, alkylthio, alky lsulf inyl , alkylsul f ony 1 , N- 
alky lammosulf onyl , N-arylamincsul f ony 1 , arylsul f ony 1 , 
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N, N-dia Iky Iammosulf onyl , N-alkyl-N-ary iammosulf ony 1 , 
heterocyclic, 



R R 



o - 11 



R R ^ 

I l | 

Y ^ Y ' and ^ Y " 

OS n 



wherein R 3 is selected from hydrido, alkyl, hale, 
haloalkyl, cyano, nitro, formyl, carboxyl, 
alkoxycarbony 1 , carboxyalkyl , alkoxycarbony lalky 1 , 

10 amidino, cyanoamidino , ami no car bony 1 , alkoxy, N- 

aikylairu.no, N , N- di alky 1 amino , aminocarbony lalky 1 , N- 
alkyl ami no car bony 1 , N-arylaminocarbony 1 , N,N- 
dialkylaminocarbonyl , N-alky 1-N-ary laminocarbonyl , 
alkylcarbonyl , alkylcarbonylalkyl , hydroxyalkyl , 

15 alkylthio, alkylsulf inyl , alkylsulf ony 1 , N- 

alkylaminosulf onyl, N-ary Iammosulf ony 1 , arylsulf onyi , 
N, N-dialky Iammosulf onyl , N-alky 1-N-ary Iammosulf onyl , 
eye lea Iky 1 , heterocyclic , heterocyclicalkyi and ar alkyl; 
wherein R 4 is selected from aralkenyl, aryi, 

20 cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 is 
optionally substituted at a substitutable position with 
one or more radicals selected from halo, alkylthio, 
alkylsulf inyl , alkyl, alkenyl, alkylsulf onyi , cyano, 
carboxy 1 , alkoxycarbony 1 , aminocarbony 1 , N- 

2 5 alkylammocarbonyl, N- ary laminocarbonyl , N,N- 

dialkylaminccarbonyl , N-alky 1 -N-ary laminocarbonyl , 
haloalkyl, hydroxyl , alkoxy, hydrcxyalkyi , haloalkoxy, 
suif amyl , N-alky Iammosulf cnyi , amino , N-alky lammo , 
N, N- dial kyi amine , heterocyclic , eye loalky lalky 1 , nitro , 

3 0 acylaminc, 
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R 



R 



and 




Q 



or wherein and R 4 together form 




wherein m is 1 to 3, inclusive; 

wherein A is selected from phenyl and five or six 
membered heteroaryl; 



hale, alkylthio, alkylsulf inyl , alkylsul f onyl , cyano , 

carboxyl, alkoxycarbony 1 , aminocarbonyl , N- 

a Iky 1 ami no car bony 1 , N-arylaminocarbonyl , alkyl, alkenyl, 

15 N, N-diaiky lamino car bony 1 , N-alkyl-N-arylaminocarbonyl , 
haloalkyl, hydrido, hydroxy 1 , alkoxy, hydroxyalky 1 , 
haloalkcxy, sulfamyl, N-alky laminosulf ony 1 , amino, N- 
alkylamino, N, N-dialky lamino , heterocyclic, 
cycloalkylaiky 1 , nitro and acylamino; and 

20 wherein R 7 is selected from hydrido, alkyl, aryi 

and aralkyl; 



selected from hydrido, carboxyl and ethoxycarbonyl; 
further provided that is not carboxyl or methyl when 

2 5 R^ is hydrido and when R 4 is phenyl; further provided 

that R 4 is not triazolyl when R^ is methyl; further 
provided that R 4 is not aralkenyl when R~ is carboxyl, 
aminocarbonyl or ethoxycarbonyl; further provided that 
R 4 is net phenyl when is methyl and P. 3 is carboxyl; 

3 0 further provided that R 4 is not ur.subst i tuced thienvl 

when R^ is trif luoromethyl ; and further provided that R 4 
is aryl substituted with sulfamyl or R 6 is suifamyl, 
when R 1 is phenyl not substituted with sulfamyl; 



i n 



wherein R^ is alkyl; 

wherein R^ is one or mere radicals selected from 



provided R^ and R^ are not identical radicals 
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or a pharmaceutically-acceptable salt thereof. 

The phrase "further provided", as used in the 
above description, is intended to mean that the denoted 
5 proviso is not to be considered conjunctive with any of the 
other provisos. 

Compounds of Formula I would be useful 
for, but not limited to, the treatment of 

10 inf lamination in a subject, and for treatment of 

other inflammation-associated disorders, such as, as 
an analgesic in the treatment of pain and headaches, 
or as an antipyretic for the treatment of fever. For 
example, compounds of Formula I would be useful to 

15 treat arthritis, including but not limited to 

rheumatoid arthritis, spondyloarthropathies, gouty 
arthritis, osteoarthritis, systemic lupus 
erythematosus and juvenile arthritis. Such compounds 
of Formula I would be useful in the treatment of 

20 asthma, bronchitis, menstrual cramps, tendinitis, 
bursitis, and skin related conditions such as 
psoriasis, eczema, burns and dermatitis. Compounds 
of Formula I also would be useful to treat 
gastrointestinal conditions such as inflammatory 

25 bowel disease, Crohn's disease, gastritis, irritable 
bowel syndrome and ulcerative colitis and for the 
prevention of colorectal cancer. Compounds of 
Formula I would be useful in treating inflammation 
in such diseases as vascular diseases, migraine 

30 headaches, periarteritis nodosa, thyroiditis, 
aplastic anemia, Hodckin's disease, sclerodoma, 
rheumatic fever, type I diabetes, myasthenia gravis, 
sarcoidosis, nephrotic syndrome, Behcet's syndrome, 
polymyositis , gingivitis , hypersensitivity , 

35 conjunctivitis, swelling occurring after injury, 

myocardial ischemia, and the like. The compounds are 
useful as antiinflammatory agents, such as for the 
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treatment of arthritis, with the additi 



cnal benefit 



of having significantly less harmful side effects. 



The present invention preferably includes 
compounds which selectively inhibit cy ciooxygenase 



II over cy ciooxygenase I. Preferably, the compounds 
have a cyclooxygenase II IC50 of less than about 0.2 
HM, and also have a selectivity ratio of 
cyclooxygenase II inhibition over cyclooxygenase I 

10 inhibition of at least 50, and more preferably of at 
least 100. Even more preferably, the compounds have 
a cyclooxygenase I IC50 of greater than about 1 uM, 
and mere preferably of greater than 10 piM. Such 
preferred selectivity may indicate an ability to 

15 reduce the incidence of common N^AIu-induced side 
effects . 

A preferred class of compounds consists of 
those compounds of Formula I wherein R 1 is selected frcm 
20 aryl selected from phenyl, naphthyl and biphenyl, and 
five- or six-membered net ero aryl , wherein is 
substituted at a subs t itutable position with one or more 
radicals selected from sulfamyi, halo, lower alley!, 
lower alkoxy, hydroxy 1, lower haioalkyl and 



wherein R 2 is selected from hydrido, halo, lower 
alJcyl, lower haioalkyl, cyano, mtro, formyl, carbcxyi, 
lower alkoxycarbonyl , lower carboxyalky 1 , lower 

3 0 alkoxycarbonylalky 1 , amidino, cyanoarr.idinc , lower 
cyanoalkyl, lower alkoxycarbony Icyancalkeny 1 , 
ammocarbcnyl , lower alkoxy, lower arylcxy, lower 
araikcxy, lower amino car bony lalky 1 , lower N- 
alky lammccarbonyi , N-aryiaminocarbony 1 , lower N,N- 

3b dialkylaminocarbonyl , lower N-aikyi -N-ary iaminocarbonyi , 
lower cycloalkylammocarbonyl , lower 



25 



?. 0 H 
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heterocyclicaminocarbonyl , lower 
carboxyalkylaminocarbonyl , lower 

araikoxycarbcnyialkylaminocarbonyl, lower haloaralkyl , 
lower carboxyhaloalkyl , lower alkoxycarbcnylhaloalkyi , 
5 lower cLiTimoc arbc ny 1 ha 1 o a 1 Jcy 1 , lower 

alkylaminocarbonylhaloalkyl, lower alky lcarbony 1 , lower 
alkylcarbonylalkyl , lower alkylamino, lower N,N- 
dialky lamino , N-arylamino , lower N-aralky lamino , lower 
N-alkyl-N-aralkyiamino , lower N-aikyl-N-arylamino , lower 

10 aminoalkyl, lower N-alky laminoalkyl , lower N,N- 

dialky laminoalkyl, lower N-arylaminoaikyl , lower N- 
aralkylaminoalkyl , lower N-alkyl-N-aralkylaminoalkyl , 
lower N-alkyl-N-arylaminoalkyl , arylthio, lower 
aralkylthio, lower hydrcxyalkyl , lower alkylthio, lower 

15 alkylsulf inyl , lower alkylsul tonyi , lower n- 

alkylaminosulf onyl , N-arylaminosulf onyl , arylsulf ony 1 , 
lower N, N-dialky laminosulf onyl , lower N-alkyl-N- 
arylaruinosulf onyl ( heterocyclic , 




wherein is selected from hydrido, lower alkyl, 
halo, lower haloalkyl, cyano, nitro, formyl, carboxyl, 

25 lower alkoxycarbony 1 , lower carboxyalkyl , lower 
alkcxycarbonylalky 1 , ar.idino, cyanoamidino , 
aminccarbony 1 , lower alkoxy, lower N-alky laminc , lower 
N, N-dialky lamir.o , lower aminocarbony lalky 1 , lower k- 
alky laminocarbonyl , lower N-ary laminccarbony 1 , lower 

30 N, N-dialky lcDinccarbonyl, lower N-aikyi-N- 

arylammocarbcnyl , lower alkyicarbonyl , lower 
alkylcarbonylalkyl, lower hydrcxyalkyl, lower alkylthio, 
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lower alkylsulf inyl, lower alkylsulf onyl , lower N- 
alky 1 amino sulfonyl , N-arylaminosulf onyl , ary lsulf ony 1 , 
lower N,N-diaikylaminosulfonyl, lower N-alkyl-N- 
arylaminosulf onyl , lower cycloalkyl , heterocyclic, lower 

5 heterocyclics! ky 1 and lower aralkyl; 

wherein R 4 is selected from lower aralkenyi, aryl, 
lower cycloalkyl, lower cyclcalkenyl and five to ten 
membered heterocyclic; wherein R 4 is optionally 
substituted at a subst itutable position with one or more 

0 radicals selected from halo, lower aikyithio, lower 
alkylsulf inyl , lower alkyl, lower alkenyl, lower 
alkylsulf onyl , cyano, carboxyl, lower alkoxycarbonyl , 
aminocarbonyl , lower N-alky 1 amino carbonyl , N- 
arylaninocarbcny 1 , lower N, N-diaiky 1 ami no carbonyl , lower 

j N-alky 1 -N-ary laminocarbony 1 , lower ha lea Iky 1 , hydrovyl . 
lower alkoxy, lower hydroxyalkyl , lower haloalkoxy, 
sulfamyl, lower N-alky 1 amino su If ony 1 , amino, lower N- 
aikylamino, lower N , N-di alkyl ami no , five- or six- 
membered heterocyclic, lower cycioalkylalky 1 , nitro, 

0 acylamino, 




/ 



or wherein R^ and R 4 together form 

5 

(CH 2 ) M 

■ 

wherein m is 1 to 3, inclusive; 

wherein A is selected from phenyl and five or six 
C membered heteroaryi; 

wherein R 5 is lower alkyl; 

wherein R^ is one or more radicals selected from 
halo, lower aikyithio, lower alky isul f inyl , lower 
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alkylsulf ony 1 , cyano , carboxy 1 , lower alkoxycarbonyl , 
aminocarbonyl , lower N-alkylaminocarbonyl , N- 
arylaminocarbonyl, lower alkyl, lower alkenyl, lower 
N, N-diaikylaminocarbonyl . lower N-alkyl-N- 
b aryiaminocarbony 1 , lower haloalkyl, hydride , hydroxyl, 
lower aikoxy, lower hydroxyalkyl , lower halcalkoxy, 
sulfamyl, lower N-alky laminosulf ony 1 , amino, lower N- 
alkyiamino, lower N , N-dialkylami.no / five- or six 
membered heterocyclic, lower cycloalkylalkyl ( mtro and 
10 acylamino; and 

wherein R 7 is selected from hydrido, lower alkyl, 
aryl and lower aralkyl; 

or a pharmaceuticaliy-acceptable salt thereof. 

15 a more preferred class cf compounds consists 

of those compounds of Fcrmula I wherein R 1 is phenyl, 
wherein R 1 is substituted at a substitutable position 
with one or more radicals selected from sulfamyl, halo, 
lower alkyl, lower aikoxy, hydroxyl, lower haloalkyl and 

20 

— s-N=c-tf ; 

wherein R 2 is selected from hydrido, lower alkyl, 
lower haloalkyl, cyano, carboxyl, lower alkoxycarbonyl, 
25 lower carboxyalky 1 , lower cyanoalkyl, lower 

a^joxycarbonylcyanoalkenyl, lewer haloaralkyl, lower 
carboxyhaloalkyl , lower alkoxycarbony lhaloalky 1 , lower 
aminocarbonylhaloalkyl , lower 

alkylaminocarbonylhaloalkyl , lower N- a iky 1 amino , lower 
5 j N , N-dialky lammo , N-arylamino, lower N- aralkyl amino , 

lower N-alkyl-N-aralky lammo , lewer N-alky 1 -N- aryl ami no , 
lower aminoalkyi, lower N-alkyiammoaikyl , lower N,N- 
d i a 1 ky 1 ami noa 1 ky 1 , lower N-arylamincalkyl , lower N- 
araikylaminoalkyl , lower N-aikyl-N-aralky laminoaikyl , 
35 lower N-alky l-N-ary laminoaikyl , aryloxy, lower 

aralkoxy, lower aikoxy, lower alkylthio, arylthio, lower 
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aralkylthio, ami no car bo nyl , lower aminocarbonylalky 1 , 
lower N-alkylaminocarbonyl, N-arylaminocarbonyl , lower' 
N , N-dialky 1 ami nocar bony 1 , lower N'-alkyl-N- 
arylammocarbonyl , lower eye loal Icy 1 amine carbony 1 , lower 
5 carboxyalkylaminocarbonyl , lower 

aralkoxycarbonylalkylaminocarbony 1 , lower hydroxyalky 1 , 



10 




wherein R J is selected from hydrido, lower alkyl, 
halo, cyano, lower hydroxyalky 1 , lower alkylthio, lower 
alkylsulf inyl, lower alkylsulf onyi , lower alkoxy, lower 

15 N-alkylamino, lower N, N-dialkylammo , lower N- 

alky laminosulf onyl , N-arylaminosulf ony 1 , arylsulf ony 1 , 
lower N, N-dialky laminosulf onyl , lower N-alkyl-N- 
arylaminosulf onyl and lower cycloalkyl; 

wherein R 4 is selected from lower aralkenyl, aryl, 

20 lower cycloalkyl, lower cycloalkenyl and five to ten 
membered heterocyclic; wherein R 4 is optionally 
substituted at a subst ltutable position with one or more 
radicals selected from halo, lower alkylthio, lower 
alkylsulf inyl, lower alkyl, lower alkenyl, lower 

2 5 alkylsulf onyl , cyano, carboxyl, lower alkoxycarbony 1 , 

aminocarbonyl , lower haloalkyl, hydroxy!, lower alkoxy, 
lower hydroxyalkyl, lower haloalkoxy, sulfamyl, lower 
alkylammcsulf onyi , ammo, lower N-alkylamino , lower 
N, N-diaiky iamino , five or six membered heterocyclic, 

30 lower cycloalky lalky 1 , nitro, 
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R 
I 



R 
I 



Y ' ^ Y ' and ^ Y 



or wherein R J and R-* together form 

(CH 2 ) P 



' 



wherein m is 2; 

wherein A is selected from phenyl and five cr six 
membered heteroaryl; 

wherein R 5 is lower alkyl; 

wherein R^ is one or more radicals selected from 
halo, lower alkylthio, lower aikylsulf iny 1 , lower alkyl, 
lower alkenyl, lower alky lsulf onyl , cyano , carboxyl, 
lower alkoxycarbonyl , aminocarbony 1 , lower haloalkyl, 
hydrcxyl, lower alkcxy, lower hydroxyalky 1 , lower 
haloalkoxy, sulfamyl, amino, lower M-alkylamino , lower 
N , N-di alkyl amino , lcwer cycloalkylalky 1 and nitro; and 

wherein R 7 is selected from hydrido, lower alkyl, 
aryl and lower aralkyl; 

or a pharrnaceutically-acceptable salt thereof. 

An even mere preferred class of compounds 
consists of those compounds of Formula I wherein is 
phenyl, wherein R 1 is substituted at a subst itutable 
position with one or more radicals selected from 
sulfamyl, halo, lcwer alkyl, lower alkoxy and 

°*-P » ,R S 
— S— N=C-N ; 

R 5 



wherein R* is selected f rem hydrido, lower alkyl, 
C lower haloalkyl, cyano, carboxyl, lower alkoxycarbonyl, 
lower carboxyalky 1 , lower cyanoalkyl, lower 
aikcxycarbcnylcyancalkenyl , lower haloaralkyl, lower 
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carboxyhaloalkyl , lower alkoxycarbony lhaloalkyl , lower 
aminocarbony lhaloalkyi , lower 

alkylaminocarbcnylhaloalkyl , lower N-alky latino , lower 
N, N-dialky lamino , N-arylamino, lower N-aralkylamino, 
5 lower N-alkyl -N-aralky lamino , lower N-alkyl-N-arylammo , 
lower aminoalkyl, lower K-alkylaminoalky 1 , lower N,N- 
dialkylaminoalky 1 , lower N-arylaminoalky 1 , lower N- 
aralkylaminoalkyl , lower N-alkyl-N-aralkylaminoalky 1 , 
lower N-alkyl-N-arylaminoalkyl, lower alkoxy, aryloxy, 

10 lower aralkoxy, lower alkylthio, arylthio, lower 

aralkylthio, aminocarbony 1 , lower aminocarbony lalkyl , 
lower N-alkylaminocarbonyl , N-arylaminocarbonyl , lower 
N, N-dialky laminocarbonyl , lower N-alkyl-N- 
arylaminocarbony 1 , lower cycloalkylaminocarbony 1 , lower 

15 carboxyalkylaninocarbonyl , lower 
heterocyclicaminocarbonyl , lower 

ara Ikoxycarbonyl a Iky 1 aminocarbony 1 , lower hydroxyalky 1 , 



20 




wherein R J is selected from hydrido, lower alkyl, 
halo, cyano, lower hydroxyaikyl , lower alkcxy, lower N- 

25 alkylamino, lower N, N-dialky lamino , lower alkylthio, 
lower alky lsulf onyl and lower cycloalkyl; 

wherein R 4 is selected from lower aralkenyi, aryi, 
lcwer cycloalkyl, lower cycloalkenyl and five to ten 
membered heterocycl ic ; wherein R^ is optionally 

30 substituted at a subst itutable position with one or mere 
radicals selected from halo, lower alkylthio, lower 
alkyisulf inyl , lcwer alkyl, lower alkenyl, lcwer 
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alkylsulf ony 1 , cyano, carboxyl, lower alkoxycarbony 1 , 
aminocarbony 1 , lower haioalkyl, hydroxyl , lower alkoxy, 
lower hydroxyalkyl , lower haloalkoxy, sulfamyl, amino, 
lower N-alky lamino , lower N, N-dialky lamino , five or six 
3 membered heterocyclic, lower cycloalky lalky 1 , nitro, 



10 



R 
I 

,N V ATA 



R 



s 

Dr wherein and R 4 together form 

(CH 2 ) n ^ 



0 



R 



wherein m is 2; 

wherein A is selected from phenyl and five membered 
15 heteroaryl; 

wherein R 5 is lower alkyl; 

wherein R 6 is one or more radicals selected from 
halo, lower alkyl, lower alkylsulf onyl , lower haloalkyl, 
lower alkoxy, sulfamyl, amino and nitro; and 
20 wherein R 7 is selected from hydrido, lower alkyl, 

aryl and lower aralkyl; 

or a pharmaceutically-acceptable salt thereof. 



Within Formula I there is a subclass of 
2 5 compounds which consists of compounds wherein R 1 is 

phenyl substituted at a substitutable position with one 
or more radicals selected frcm halo, lower alkyl, 
sulfamyl and 
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wherein R^ is selected from hydndo, lower alkyl, 
lower halcalkyl, cyano, carboxyl, lower alkoxycarbony 1 , 
lower carboxyalkyl, lower cyanoalkyl, lower 
alkoxycarbonylcyanoalkenyi , lower haloaralkyl, lower 
5 carboxyhaloalkyl , lower alkoxycarbony lhaloalkyl , lower 
ami nocar bony lha 1 oa 1 ky 1 , lower 

alkylaminocarbonylhaloalkyl , lower N-alky lamino , lower 
>J , K'-di alkyl ami no , N-arylamino, lower M-ar alkylammo , 
lower N-alkyl-N-aralkylammo, lower N-alkyl-N-arylamino , 

10 lower amincalkyl, lower N-alky lammoalky 1 , lower N,N- 
dialkylaminoalkyl , lower N-arylaminoalkyl , lower N- 
aralkylaminoalkyl , lower N-alkyl-N-aralkylaminoalkyl , 
lower N-alkyl-N-arylaminoalkyl , lower alkoxy aryloxy, 
lower aralkoxy, lower alkylchio, arylthio, lower 

15 aralkylthio, aminocarbonyl , lower aminocarbonylalkyl , 
lower N-alkylaminocarbonyl , N-arylaminocarbonyl , lower 
N, N-dialkylaminocarbonyl , lower N-alkyl-N- 
arylaminocarbonyl , lower eye loa Iky 1 aminocarbonyl , lower 
earboxyalkylaminocarbonyl , lower 

2C aralkoxycarbonyialkylaminocarbonyl , lower hydroxyalky 1 , 




25 

wherein R 3 is selected from hydrido, lewer aikyl, 
halo, cyano, lower hydroxy alky 1 , lower alkoxy, lower 
alkylthio, lower N-alkylamino , lower N, M-dialky lamino ( 
lower alkylsulf onyl and lower cyclcalkyl; 
30 wherein R 4 is selected from lower aralkenyl, aryl, 

lower cycloaikyl, lower cycioaikenyi and five to ten 
member ed heterocyclic; wherein R 4 is optionally 



10 
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substituted at a subst i tut able position' with one or mere 
radicals selected from halo, lower alkyithio, lower 
alky Isulf inyl , lower alkyl, lower alkenyl, lower 
alkylsul f ony 1 , cyano, carboxyl, lower alkoxycarbonyl , 
aminccarbonyl , lower haloalkyl, hydroxyl, lower alkoxy, 
lower hydroxyalkyl , lower haloalkoxy, sulfarnyl, lower 
alky laminocarbonyl , ammo, lower N-alkylamino , lower 
N\N-dialkylamino, five or six membered heterocyclic, 
lower cycloalkylalkyl , nitro, 

OS o 
wherein R s is lower alkyl; and 

wherein R 7 is selected from hydrido, lower alkyl, 
aryl and lower aralkyl; 
cr a pharmaceuticaliy-acceptable salt thereof. 



A class of compounds of particular interest 
consists of those compounds of Formula I wherein R* is 
20 phenyl, substituted at a subst itutable position with one 
or more radicals selected from fluoro, chioro, methyl, 
sulfamyl and 

0 o H / CH 3 
-3-N=C-N ; 

CH 3 

25 

wherein R 2 is selected from hydrido, methyl, ethyl, 
isopropyl, cert-butyl, isobutyl, hexyl , f lucromethy 1 , 
dif iuororr.ethyl , tri f luoromethy 1 , chloromethy 1 , 
dichloromethyl , tr ichloromethyl , pentaf luoroethy 1 , 
3T heptaf lurropropyl , ci f luorcchlcromethy 1 , 

dichlcrof luoromethyl , dif luoroethyl , di f luoropropy 1 , 
dichlcroethyl , dichloropropy 1 , cyano, car boxy 1, 
methoxycarbony 1 , ethcxycarbeny 1 , isopropoxycarbony 1 , 
cere -butoxycarbony 1 , propoxycarbony 1 , butcxycarbeny 1 , 
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isobutoxycarbonyl , pentoxycarbonyi , acetyl, propionyl, 
butyryl, isobutyryi, vaieryl, isovaleryl, pivaloyl, 
hexanoyi, tr: f iuoroacetyl , cyanomethyl, 

ethcxycarbonylcyanoethenyl , 1 , 1-dif luoro- 1-pheny lmethyl , 
5 1, 1-dif luoro-l-phenylethyl, dif lucroacety 1 , 

methoxycarbonyldif luoromethy 1 , dif luoroacetamidyl , N,N- 
dimethyldif luoroacetamidyl , N-pheny ldi f luoroacetamidyl , 
N-ethylaminc, N-me thy 1 amine , N, N-d lmethyl amino , N , N- 
diethylainino, N-pheny lamino , N-benzy laminc , N- 

10 phenyl ethyl amino , N-methyl - N-benzy lamino , N-ethyl-N- 
phenylamino , N-methy 1-N-phenylamino , aminomethy 1 , N- 
methy laminomethy 1 , N, N-dimethy laminomethy 1 , N- 
pheny laminomethy 1 , N-benzylaminomethy 1 , N-methyl-N- 
benzy lamincmp-.hy 1 . N-methyl -N-pheny laminomethy 1 , 

15 methcxy, ethoxy, phenoxy, benzyloxy, methylthio, 

phenylthio , benzylthio , N-methylurea, N-methylthiourea , 
N-methylacetamidyl, urea, ureamethyl, thiourea, 
thioureamethy 1 , acetamidy 1 , N-pheny lthioureamethy 1 , N- 
benzy lthioureamethyl , N-methylthioureamethyl , N- 

20 phenylureamethyl , N-benzy lureamethyl , N- 

methylureamethyl , N-pheny lacetamidy lmethyl , N- 
benzy lacetamidylmethyl , N-methylacetamidylmethy 1 , 
aminocarbony 1 , aminocarbcny lmethyl , N- 
methyiammocarbonyl , N- ethyl aminocarbony 1 , N- 

2 5 isopropylaminocarbonyl , N-propylaminocarbonyl , N- 

buty laminocarbonyi , N-iscbutylammocarbony 1 , N- tert- 
buty laminocarbonyi, N-pentylammocarbony 1 , N- 
phenylaminocarbonyl , N , N-dimethy laminocarbonyi , N- 
methyl-N-ethylaminocarbonyl , N- (3 - 
30 fluorophenyl ) aminocarbony 1 , N- (4- 
methy lphenyl ) aminocarbony 1 , N- ( 3 - 
chiorcphenyl ) aminocarbony 1 , N-methyl -N- (3- 
chlorcphenyl ) aminocarbony 1 , N - ( 4 - 
me thcxypheny 1 ■ ami nocarbonyl , N- methyl -N- 

3 5 phenylaminocarbonyl , cyclopenty laminocarbonyi , 

cyclohexylaminocarbony 1 , carboxymethy laminocarbonyi , 
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benzyloxycarbony lmethylaminocarbonyl , hydroxypropyl , 
hydroxys thyl , and hydroxypropyl; 

wherein R- is selected from hydrido, methyl, ethyl, 
isopropyl, cert-butyl, isobutyl, hexyl, fluoro, chloro, 
5 bromo, cyano, methoxy, methylthio, methylsulf ony 1 , N- 
methylanino, N-ethylamino, N, N- dime thy lamino , N.N- 
diethylamino , cyclopropyl , cyclopenty 1 , hydroxypropyl , 
hydroxymethyl , and hydroxyethyl ; and 

wherein R 4 is selected from pheny lethenyl , phenyl, 

10 naphthyl, biphenyl, cyclohexyl, cyclopentyl, 

cycloheptyl, 1-cyclohexenyl , 2-cyclohexenyl, 3- 
cyclohexenyl, 4 -cyclohexenyl , 1-cyclopentenyl , 4- 
cyclopenceny 1 , benzofuryl, 2 , 3 -dihydrobenzof ury 1 , 
1 , 2 , 3 , 4 ce t rahydrcnaphthy 1 , benzothieny 1 , indenyl 

15 indanyl, indolyl, dihydroindolyl , chromanyl, benzopyran, 
thiochromanyl , benzothiopyran, benzodioxolyl , 
benzodioxanyl , nv.-;dyl, thienyl, thiazolyl, oxazolyl, 
furyl and pyrazinyl; wherein R 4 is optionally 
substituted at a subst ltutable position with one or more 

20 radicals selected from fluoro, chloro, bromo, 

methylthio, methylsulf myl , methyl, ethyl, propyl, 
isopropyl, tert-butyl, isobutyl, hexyl, ethylenyl, 
propenyl, methylsul f onyl , cyano, carboxyl , 
methoxycarbonyl , ethoxycarbony 1 , isopropcxycarbcnyl , 

25 cert-butoxycarbonyl , propoxycarbonyl , but oxy car bony 1 , 
isobutoxycarbony 1 , pent oxy carbony 1 , ami no car bony 1 , 
f iuoromethyl , dif lucromethyl , trif luoromethyl , 
chloromethyl , dichloromethyl , trichloromethy 1 , 
pentaf luoroethy 1 , heptaf luoropropy 1 , 

3 3 bromodif luoromethyl , dif luorochloromethy 1 , 

di chloro f luoromethyl , dif luoroethy 1 , di f luoropropy 1 , 
dichlcroethyl , dichlcropropy 1 , hydroxy 1 , methoxy , 
methylenedioxy , ethcxy, propoxy, n- but oxy , suifarryl, 
methyiaminosulf onyl . hydroxypropyl . hydroxy i scprrpyl 

3 5 hydroxymethyl, hydroxyethyl , trif luoromethoxy , amino, N- 
methylamino, N-ethy lamino , N-ethyl-N-methylamino , N.N- 
dimethylammo , N , N- die thy lamino , f crmylamino , 
methylcarbony lammo, trif luoroacetamino , piperadinyi, 
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piperazinyl, morpholmo, cy c Iohexylr.ee hy 1 , 
cyclopropy lmethyl , cyclopenty lmethyl , nitre , 



R* 
i 



OS o 

5 and 

wherein P 7 is selected from hydride, methyl, ethyl, 
phenyl and benzyl; 

or a pharmaceut ically-acceptable salt thereof. 

10 Within Formula I there is a second subclass of 

compounds of high interest wherein R 1 is phenyl 
substituted at a subsLitutabie position with sulfamyl; 
wherein R 2 is selected from lower haloalkyl, cyano, 
carboxyl, lower alkoxycarbenyl , lower carboxyalkyl , 

15 aminocarbonyl , lower N-alkylaminocarbonyi , N- 

ary laminocarbony 1, lower N , N-dialky laminocarbony 1 , lower 
N-alkyl-N-ary laminocarbony 1 , lower 

cycloalky laminocarbony 1 and lower hydroxyalky 1 ; wherein 
R 3 and R 4 together form 

2C 

( CH 2 ) „ 

R fc > 



• 



wherein m is 2; wherein A is selected from phenyl and 
five membered heteroaryl; and wherein R^ is one or mere 
25 radicals selected from halo, lower alkyl, lower 

alkylsulf onyl , lower haloalkyl, lower alkoxy, amino and 
nitro; or a pharmaceut icai ly -acceptable salt thereof. 



A class of compounds c t particular interest 
33 consists cf those compounds of Fcrmula I wherein P 2 is 
selected from f luoromethyl , di f luoromethyl , 
trif luoromethyl , chloromethyl , dichloromethy 1 , 
trichloromethyl , pentaf luoroethy 1 , heptaf lucropropyl , 
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dif luorochloromethyl , dichlorof luoromethy 1 , dif luoroethyi , 
dif lucropropy 1 , dichloroethy 1 , dichloropropy 1 , cyano, 
carboxyl, methoxycarbony 1 , ethoxycarbony 1 , 
isoprcpoxycarbonyl , t ert-butoxycarbonyl ( propoxycarbcnyl , 
5 butoxycarbonyl, isobutoxycarbonyl , pentoxycarbonyl , acetyl, 
propionyl, butyryl, isobutyryl, valeryl, isovaieryl, 
pivalcyl, hexanoyl, trif luoroacetyl , aminocarbonyl , N- 
methyiammocarbonyl , N- ethyl aminocarbonyl , N- 
isopropylaminocarbony 1 , N-propylaminocarbonyl , N- 

10 butyl ami no carbonyl , N- isobuty laninocarbonyl , N- cert- 
butylaminocarbony 1 , N-pentylaminocarbonyl , N- 
phenylaminocarbonyi , N, N- dim ethyl aminocarbonyl , N-methyl-N- 
ethylaminocarbonyl, N- (3-f luorophenyl ) aminocarbonyl , N- (4- 
methylphenyl ) aminocarbonyl , N- ( 3 - 

15 chlorcphenyl ) aminocarbonyl , N-(4- 

methoxyphenyl } aminocarbonyl , N-methy 1-N- 
phenylaminocarbonyl , cyclohexy laminocarbony 1 , 
hydroxypropyl , hydroxymethyl and hydroxyethyl ; wherein A is 
selected from phenyl, furyl and thienyl; and wherein R° is 

23 one or more radicals selected from fluoro, chloro, brcmo, 
methylsulf onyl , methyl, ethyl, isopropyi, cert-butyl, 
iscbutyl, f luoromethy 1 , dif luoromethy 1 , tri f luoromethy 1 , 
chioromethyi , dichioromethyl , trichloromethyl , 
pentaf luoroethyi , heptaf luorcpropyl , dif luorochloromethyl , 

25 dichlorof luoromethy 1 , dif luoroethyi , dif luoropropyl , 

dichloroethy 1 , dichloropropy 1 , methcxy, methylenedioxy , 
- thoxy , propoxy, n-butoxy, amino, and nitro; or a 
pharmaceutically-acceptable salt thereof. 

3 0 Within Formula I there is a third subclass of 

compounds cf high interest wherein R- is selected from 
phenyl, naphthyl, biphenyl, and five- or six-membered 
heteroaryl, wherein R* is substituted at a substitutable 
position with cne or mere radicals selected frorr. halo, 
3 5 lower aikyl, lower alkcxy, hydroxy 1 and lower haloaikyl; 

wherein R 2 is selected from lower haloaikyl; wherein R^ is 
hydrido; and wherein R 4 is aryi substituted at a 
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subs ti tut able position with sulfamyl; or a 
pharmaceutically-acceptable sale thereof. 

A class of compounds of particular interest 
5 consists of those compounds of Formula I wherein is 
selected from phenyl, naphthyl, benzofuryl, benzcthi eny 1 , 
indolyl, benzodioxolyl ( benzodioxanyl , pyridyl, thienyl, 
thiazolyl, oxazolyl, furyl and pyrazinyl; wherein R- is 
substituted at a substi tutable position with one or more 

10 radicals selected from fluoro, chloro, bromo, f luoromethy 1 , 
dif luoromethyl , tri f luoromethy 1 , chloromethyl , 
dichloromethyl , trichloromethy 1 , pentaf luoroethyl , 
heptaf luoropropy 1 , dif luorochlorcmethyl , dichloropropy 1 , 
dichlorof luoromethyl , dif luoroethyl , dif luoroprcpyl , 

15 dichloroethyl, methyl, ethyl, propyl, hydroxyl, methoxy, 
ethoxy, propoxy and n-butoxy; wherein R 2 is selected frcm 
f luoromethyl , di f luoromethyl , tri f luoromethyl , 
chloromethyl , dichloromethyl , trichloromethy 1 , 
pentaf luoroethyl , heptaf luoropropyl , dif luorochloromethy 1 . 

20 dif luoroethyl , dichlorof luoromethyl , di f luoropropyl , 

dichloroethyl and dichlorcpropyl ; wherein r3 is hydrido; 
and wherein R 4 is phenyl substituted at a substitutable 
position with sulfamyl; or a pharmaceutically-acceptable 
salt therecf. 



25 



20 



Within Formula I there is a subclass of compcuncs 
of high interest represented by Formula II: 



(id 



wherein is selected from hydrido, alkyl, haioalkyl, 
aikcxycarbonyl , cyano, cyanoalkyl, carboxyl, aminocarbonyl , 
alky laminocarbonyl , cycloalkylaminocarbonyl , 
a ryl aminocarbonyl , carfcoxya Iky laminocarbonyl , carboxyalkyl , 
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aralkoxycarbonylalkylarr.inocarbonyl, aninccarbonylaikyl , 
aikcxycarbcnylcyancalkenyl and hydroxyalky 1 ; 

wherein R 3 is selected from hydrido, alky I, cyano, 
hydroxyalkyl , cycloalkyl, aikylsulf onyl and halo; and 
5 wherein R 4 is selected from aralkenyl, aryl, 

cycloalkyl, cycloaikenyl and heterocyclic; wherein R 4 is 
optionally substituted at a substitutable position with 
one or more radicals selected from halo, alkylthio, 
alkylsulf onyl , cyano, nitro, haloalkyl, alkyl, hydroxy!, 

10 alkenyl, hydroxyalkyl , carboxyi, cycloalkyl, alkylaminc, 
dialkylamino, alkoxycarbonyl , aminocarbonyl, alkoxy, 
haloalkoxy, sulfamyl, heterocyclic and amino; 

provided R 2 and R 3 are not both hydrido; further 
provided that R 2 is not carboxyi or methyl when is 

15 hydride and when R 4 is phenyl; further provided that R 4 is 
not triazolyl when R 2 is methyl; further provided that R 4 
is not aralkenyl when R 2 is carboxyi, aminocarbonyl or 
ethoxycarbonyl ; further provided that R 4 is not phenyl when 
R 2 is methyl and R 3 is carboxyi; and further provided that 

20 R 4 is not unsubstituted thienyl when R 2 is tr if luoromethy 1 ; 
or a pharmaceut ically-acceptable salt thereof. 

A class of compounds of particular interest 
consists of those compounds of Formula II wherein R 2 is 

25 selected from hydrido, lower alky 1 , lower haloalkyl, lower 
alkoxycarbonyl, cyano, lower cyanoalkyl, carboxyi, 
aminocarbonyl, lower alkylaminocarbonyl , lower 
cy cloa Iky lamino car bony I , arylaminccarbony 1 , lower 
carboxyalkylaminocarbonyl , lower 

3C aralkoxycarbonylalky 1 aminocarbonyl , lower 

aminocarbony lalky 1 , lower carbcxyalky 1 , lower 
alkcxycarbor.ylcyancalkenyl and lower hydroxyalkyl; 

wherein R 3 is selected from hydrido, lower alkyl, 
cry arc , lower hydroxyalkyl, lower cycloalkyl, lower 

3 5 alky lsu If onyl and halo; and 

wherein R 4 is selected from aralkenyl, aryl, 
cycloalkyl, cycloaikenyl and heterocyclic; wherein R 4 is 
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optionally substituted at a substitutable position witn 
one or core radicals selected from halo, lower alkylthic, 
lower alkylsulf onyl , cyanc, nitro, lower haloalkyl, lower 
alkyl, hydroxyl, lower alkenyl, lower hydroxyalky 1 , 
5 carboxyl, lower cycloaikyl, lower alky lamino, lower 

diaiky lamino , lower alkoxycarbonyl , ammocarbony 1 , lower 
alkoxy, lower haloalkoxy, sulfamyl, five or six membered 
heterocyclic and amino; or a pharmaceu: ically-acceptable 
salt thereof. 

0 

A family of specific compounds of particular 
interest within Formula I consists of compounds and 
pharmaceutically-acceptable salts thereof as follows: 



15 4- [5- (4- (N-ethylammo) phenyl ) -3- ( trif luoromethyl } -1H- 
pyrazol-1 -yl ] benzenesulf onamide ; 
4- [5- (4- (N-ethy 1-N-me thy lamino) phenyl ) -3 - 
( trif luoromethyl ) -lH-pyrazol-1 - 
yl ] benzenesulf onamide ; 
20 4- [5- (3-fluoro-4- (N-methylamino ) phenyl ) -3- 
( trif luoromethyl) -lH-pyrazol-1- 
y 1 ] benzenesul f onamide ; 
4- [5- ( 3 -chloro- 4- (N-methylamino) phenyl ) - 3- 
( trif luoromethyl ) -lH-pyrazol-1 - 
25 yl] benzenesulf onamide ; 

4- [5- (3 -methyl -4- (N-methylamino) phenyl ) -3- 
( trif luoromethyl) -IH-pyrazol -!- 
yl ] benzenesulf onamide ; 
4- [5- (4- (N, N-dime thy lamino) -3 - f luoropheny 1 ) -3- 
30 (trif luoromethyl) -lH-pyrazol-1 - 

yl ] benzenesul f onamide ; 
4- ( 5- (3 -chloro- 4- ( N, N-dime thy lamino ) phenyl ) - 3 - 
: trif luoromethyl ) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
35 4- [5- (4- (N,N-dimethy lamino) - 3 -methy lpheny 1 ) -3- 
(trif luoromethyl) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
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4- [5- (4- (N- ethyl -N-methylamino) -3 - f luorophenyl ) -3- 
( trif luoromethyl ) -IH-pyrazol-l- 
y 1 ] benzenesulf onamide ; 
4- [5- (3-chlcro-4- (N-ethyl - N-me thy 1 ammo ) phenyl ) -3- 
5 ( trif luoromethyl) -lH-pyrazol-1 - 

y 1 ] benzenesulf onamide; 
4- [5- (4- (N-ethyl-N-methylamino) -3 -methylphenyl ) -3- 
( trif luoromethyl) -lH-pyrazol - 1 - 
yl ] benzenesulf onamide ; 
10 4- [5- (4- (N,N-diethylamino) -3 - f luorophenyl ) -3- 
( trif luoromethyl) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 
4-[5- (4- (3-chlorc-4- (N, N- diethyl ami no) phenyl ) -3- 
f trif luoromethyl) -lH-pyrazcl-1- 
15 yl ] benzenesulf onamide ; 

4- [5- (4- (N , N- diethyl amino ) -3 -methylphenyl ) -3- 
( trif luoromethyl ) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 
N - [ 4 - [ 1 - [4- (arr.inosulfonyl) phenyl] -3- ( trif luoromethyl ) - 
20 lK-pyrazol-5-yl ] -3 -f luorophenyl ] -N- methylacetamide; 

N- [4- [1- [4- (aminosulfonyl) phenyl] -3- ( trif luoromethyl ) - 

lH-pyrazol-5-yl] -3-chlorophenyl ] -N- methylacetamide ; 
N- [ 4 - [ 1- [ 4- (aminosulfonyl ) phenyl] -3 - ( trif luoromethyl ) - 

lH-pyrazol -5 -yl ] -3 -methylphenyl ] -N- methylacetamide; 

2 5 N- [4- [ 1- [ 4- (aminosulfonyl) phenyl ] -3 - ( trif luoromethyl ) - 

lH-pyrazol-5-yl] -3 - f luorophenyl ] -N-methy lurea ; 
K- [4- [1- [4- {aminosulfonyl) phenyl] -3- ( tri f luoromethyl ) - 

lH-pyrazol-5-yl ] -3 -chlcrophenyl] -N-methy lurea ; 
N- [4- [1- [4- (aminosulfonyl ) phenyl] -3- ( trif luoromethyl ) - 

3 0 lH-pyrazcl-5-yl] -3 -methylphenyl ] -N-methy lurea ; 

N- [4- [1- [4- (amincsulfonyl)phenyl] -3 - ( trif luoromethyl) - 

lK-pyrazol -5-y 1 ] -3 - f luorophenyl ] -N- methyl thiourea ; 

N- ; 4 - [ 1 - l 4 - ( ar.incsui f onyi ) phenyl ] -3 - ( trif luoromethyl ) - 

IK-pyrazol -5-y 1 ] -3-chlorophenyl] -N- methy Ithiourea ; 
35 N- [4- [1- [4- (aminosulfonyl) phenyl] -3- ( trif luoromethyl ) - 

lH-pyrazol-5-yl] -3 -methylphenyl ] -N- methylthiourea ; 
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4- [5- (3- (N, N- dimethyl amino) phenyl ) -3- 
(trif luoromethyl) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
4- [5- (3- (N-ethyl -N-methy 1 amino ) phenyl ) -3- 
5 (trif luoromethyl ) -IH-pyrazol -1 - 

yl] benzenesulf onamide ; 
4- [5- (4-chloro-3- (N-methylamino ) phenyl ) - 3 - 
(trif luoromethyl ) - lH-pyrazol-1 - 
yl ] benzenesulf onamide ; 
10 4 - ( 5 - ( 4 -me thy 1-3 - (N-methylamino } phenyl } -3 - 
( trif luoromethyl ) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 
N-(3- [1- [4- (aminosulf onyl) phenyl] -3- 

( trif luoromethyl ) -lH-pyrazol-5-yl ] phenyl ] -N- 
15 methy lacetamide ; 

N- [3- [1- [4- ( aminosulf onyl ) phenyl ] -3- ( 

trif luoromethyl ) - IH-pyrazol - 5 -y 1 ] -4- 
f luorophenyl] -N-methy lacetamide ; 
N- [3- [1- [4- (aminosulf onyl) phenyl] -3- 

2 0 (trif luoromethyl) - IH-pyrazol - 5 -y 1 ] - 4- 

methylphenyl] -N-methy lurea ; 
N- [3- [1- [4- (aminosulf onyl) phenyl] -3- 

( trif luoromethyl ) -iK-pyraznl -S-yl ] -4- 

f luorophenyl ] -N-methy lthiourea ; 
25 4 - [ 5 - ( 2 - (N- ethyl -N-methy 1 ammo ) -4 -methy lpheny 1 ) -3- 

( trif luoromethyl ) - lK-pyrazo 1 - 1 - 

yl ] benzenesulf onamide ; 
N- [2- [1- [4- (aminosulf onyl ) phenyl ] -3 - 

(trif luoromethyl) -lH-pyrazol-5-yl ] -4- 
30 methy lphenyl ] -N-methy lurea ; 

N- [ 2 - [ 1 - [ 4 - (aminosulf onyl) phenyl] -3- 

( tr i f luoromethyl ) - lH-pyrazc 1 -5 -y 1 j - 4 - 

f luorophenyl ] -N-methy lthiourea ; 

3 5 4 - [5 - ( lK-indoi-5-yl) - 3- ( trif luoromethyl ) -lH-pyrazol- 

1-yl ] benzenesulf onamide ; 
4- [5- (7-f luoro-lH-indol-5-yl ) -3- ( trif luoromethyl ) -1K- 
pyrazol- 1-yl ] benzenesulf onamide ; 
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4- [5- (l-ethyl-lH-indol-5-yl) -3- ( tri f luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide; 
4- [5- (7-methyl-lH-indol-5-yl ) -3- (crif luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
5 4- [5- (7-chloro-l-methyl-lH-indol-5-yl) -3- 

(trif luoromethyl) -lH-pyrazol- 1 - 

yl] benzenesulf onamide ; 
4- [5- (2, 3-dihydro-lH-indol-5-yl) -3- ( trif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
10 4- [5- (7-fluoro-l-methyl-2,3-dihydro-lH-indol-5-yl) -3- 

(trif luoromethyl) -lH-pyrazol-1- 

yl] benzenesulf onamide; 



4- [ 3 - aminomethyl- 5 -phenyl -lH-pyrazol-1- 
15 yl] benzenesulf onamide; 

4- [ 3 - (N-me thy lamino) me thyl-5 -phenyl -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
4 - [3 - (N, N-dimethy lamino) methyl- 5 -phenyl- lH-pyrazol-1- 
yl] benzenesulf onamide; 
2D 4- [ 5 -phenyl -3- (N-phenyl amino ) methyl -lH-pyrazol- 1- 
yl] benzenesulf onamide ; 
4- "3 - (N-benzy lamino) methy 1-5 -phenyl -lH-pyr a zol- 1 - 

yl ] benzenesulf onamide ; 
4- [ 3 - ( N-benzy 1-N-methy lamino ) methyl-5-phenyl-lH- 
25 pyrazol-l-yl ] benzenesulf onamide ; 

4- [3 - ( N-me thy 1-N-pheny lamino) methyl- 5-phenyi-lK- 

pyrazol-1 -yl ] benzenesulf onamide ; 
N- [ [ 1- [4- ( amino sulf onyl) phenyl] - 5 -phenyl -lH-pyrazol - 
3 -yl] methyl ] acetamide; 
3C N- [ [1- [4 - (ammosulf onyl) phenyl] -5 -phenyl - lH-pyrazol - 
3 -y 1 j methyl ] -N-mechy lacetamide ; 
N*- [ [1- [4 - ( ammosulf onyl ; phenyl j - 5 -phenyl - IH-pyrazcl- 
3 -y 1 ] methyl ] -N-phenylacecamide ; 
[ [1- [4- ( ammosulf onyl ; phenyl j -5 -phenyl- iH-pyrazol- 
3 5 3 -y 1 ] methyl ] -N-benzy lacetamide ; 

N- [ [1- [4 - {aminosulf onyl) phenyl] -5 -phenyl- 1H -pyrazol - 
3 -y 1 ] methyl ] urea ; 
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N- [ [1- [4- (anunosulf onyl ) phenyl ] -5-pheny 1 - lH-pyrazol - 

3 -yl] methyl] -N-methylurea ; 
N- [ [ 1- [ 4- (aminosulf onyl ) phenyl ] - 5 -phenyl -lH-pyrazol - 

3 -y 1 ] methyl ) -N-phenylurea ; 
5 N- [ [1- [4- (aminosulf onyl) phenyl] - 5 -phenyl -lH-pyrazol - 

3 -yl] methyl) -N-benzylurea ; 
N- [ [ 1 - [ 4- ( aminosulf onyl ) phenyl ] - 5-pheny 1 - lH-py raze 1 - 

3-yl]methyl] thiourea; 
K- [ [ 1- [4- (aminosulf onyl ) phenyl ] -5 -phenyl -lH-py raze 1 - 
10 3 -yl] methyl] -N-methyl thiourea; 

N- [ [1- [4- (aminosulf onyl ) phenyl ] - 5 -phenyl -lH-pyrazol - 

3 -yl 3 methyl] -N-phenyl thiourea ; 
N- [ [1- [4- (aminosulf onyl) phenyl] -5-phenyl-lH-pyrazol- 

3-yl]methyl] -N-benzyl thiourea ; 

15 

4- [ 4-methoxy-5-phenyl-3 - ( trif lucromethyl ) -lH-pyrazol - 

1-yl ] benzenesulf onamide; 
4 - [ 4 -methylthio-5-phenyl-3 - ( trif iuorome thy 1 > -1H- 

pyrazol-l-yl ] benzenesulf onamide; 
2 0 4- [4- (N-methyiamino) -5 -phenyl -3- ( trif luoromethyl ) -1H- 

pyrazol-1 -y 1 ] ben z enesu 1 f onamide ; 
4 - [ 4 - (N, N- dimethyl amino ) - 5 -phenyl -3 - 



25 



yl ] benzenesulf onamide ; 



4- [ 3 -methoxy- 5 -phenyl - lH-pyrazol- 1 - 

yl ] benzenesulf onamide ; 
4 - [ 3 -ethoxy-5 -phenyl - lH-pyrazol- 1 - 

yl ] benzenesulf onamide ; 
3 0 4- [3 -phenoxy- 5-pheny 1-lH-pyrazol- 1 - 

y 1 ] benz enesu 1 f onamide ; 
4 - ; 3 -benzy loxy- 5 -phenyl -lK-pyrazol- 1 - 

y 1 3 benzenesulf onamide ; 
4 - [ 3 -methyl thio- 5 -phenyl -lH-pyrazol- 1- 
3 5 yl ] benzenesulf onamide ; 

4 - [ 3 -benzyl thio- 5 -phenyl- lH-pyrazol-1 - 

yl ] benzenesulf onamide ; 
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4- [3- (N-methylamino) - 5 -phenyl -lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [3 - (N, N-dimethylamino) - 5 -phenyl -lH-pyrazol-1- 

yl] benzenesulf onamide; 
5 4- [3 - {N-benzyl -N-methylamino) -5-phenyl-lH-pyrazoi-l- 

yl] benzenesulf onamide ; 
N- [1- [4- (aminosulfonyl ) phenyl] -5-phenyl-lH-pyrazol-3 - 

yl] acetamide; 

N- [1- [4- (aminosulfonyl) phenyl] -5 -phenyl -lK-pyrazoi-3 - 
10 yl] -N-methylacetamide; 

N- [1 - [4- (aminosulfonyl ) phenyl] -5-phenyl-lH-pyrazol-3 - 

yl] -N-benzylacetamide; 
N- [1- [4- (aminosulfonyl) phenyl] -5-phenyl-lH-pyrazol-3 - 

yl] urea; 

15 N - ( 1 - [4- (aminosulfonyl) phenyl] -5-phenyl-lH-pyrazol-3 - 
yl] -N-methy lurea; 
N- [l-[4- (aminosulfonyl) phenyl] -5-phenyl-lH-pyrazol-3 - 

yl] -N-benzy lurea; 
N- [1- [4- (aminosulfonyl )phenyl] -5-phenyl-lH-pyrazol-3 - 
2C yl] thiourea; 

N- [1- [4- (aminosulfonyl) phenyl ] -5 -phenyl- lH-pyrazol-3 - 

yl] -N-methy 1 thiourea; 
K- [1- [4- (aminosulfonyl 5 phenyl] -5-phenyi - IH-pyrazol -3 - 
yl] -M-benzylthicurea; 

25 

4- [5-phenyl-3- (1, 1-dif luoro-l-phenylmethyl) -1H- 

pyrazol - 1 -yl ] benzenesulf onamide ; 
4- [ 5 -phenyl- 3- (1 , 1-dif luoro-2 -pheny lethyl ) -1K- 

pyrazol-l-yl ] benzenesulf onamide; 
30 1- [4- (aminosulfonyl) phenyl] -5 -pheny l-lH-pyrazole-3 - 

dif lucroacetic acid; 
methyl 1- '4- ( aminosul fonyl ) pheny 1 ] - 5 -phenyl - IK - 

pyrazcle-3 -di f luoroacetat e ; 
1- [4- (aminosulfonyl) phenyl] - 5 -pheny 1 - lH-pyrazole-3 - 
3 5 dif luoroacet amide ; 

N , N-dimethy 1 - 1 - [4- (aminosulfonyl ) pheny 1 ] -5-phenyl-lH- 

pyrazole-3 -di f luoroacet amide ; 
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N-phenyl-1- [4- (aminosulf onyl ) phenyl] - 5 -phenyl - 1H- 

pyrazole-3-dif luoroacetamide; 
1- [4- (aminosulf onyl) phenyl] - 5-phenyl -lK-pyrazole-3 - 

acetic acid; 

5 1-14- ( aminosulf ony 1 ) phenyl] -4 -chioro-5 -phenyl-iH- 
pyrazole-3 -dif luoroacetic acid; 
1- [ 4- (aminosulf onyl ) phenyl] -4-bromc-5-phenyl-lH- 

pyrazole-3-dif luoroacetic acid; 
1- [4 - (aminosulf onyl ) phenyl) -4-chloro-5- (4- 
10 chlorophenyl ) -lH-pyrazole-3 -acetic acid; 

1- [4- (aminosulf onyl ) phenyl] - 4 -bromo-5 -phenyl -1H- 

pyrazoie-3 -acetic acid; 
(R) -2- [1- [4- (aminosulf onyl) phenyl] -5-phenyl-lH- 

pyrazol -3 -yl] propanoic acid; 
15 (S)-2-[l-[4- (aminosulf onyl ) phenyl] - 5 -phenyl -1H- 

pyrazol -3 -yl ] propanoic acid; 
(R) -2-[l-[4- (aminosulf onyl ) phenyl ] - 4 -chloro-5 -phenyl - 

lH-pyrazol-3 -yl] propanoic acid; 
(S) -2-[l-[4- (aminosulf onyl) phenyl] -4 -chloro-5 -phenyl - 
20 lH-pyrazol-3-yl ] propanoic acid; 

(R) -2 - [ 1 - [ 4 - (aminosulf onyl ) phenyl] -4 -bromo-5 -phenyl- 
lH-pyrazol-3 -yl ] propanoic acid; 
(S ) -2- [ 1- [ 4- (aminosulf onyl ) phenyl ] -4 -bromo-5 -phenyl - 

lH-pyrazcl-3 -yl ] propanoic acid; 
25 2- [1- [4- (aminosulf onyl) phenyl] -5-phenyl-lH-pyrazcl-3- 

yl ] -2 -methylpropanoic acid; 

2- [ 1- [4- (aminosulf onyl )phenyl] -4-chloro-5-phenyl-iH- 

pyrazol-3 -yl ] -2 -methylpropanoic acid; 
2- [1- [4- (aminosulf onyl ) phenyl ] -4 -bromo-5 -phenyl -1H- 
30 pyrazol-3-yl] -2 -methylpropanoic acid; 



2- f iuorc-4- [5 -phenyl -3- ( trif luoromethy " ] - iH-pyrazol - 

1 -yl ] benzene sulfonamide ; 

3 - f iuorc-4- [ 5 -phenyl -3- ( trif luorome thy 1 ) -iH-pyrazol- 
3 5 1-yl] benzene sulfonamide ; 

2 -methyl -4- [5 -phenyl -3- ( trif luorome thy i ) -iH-pyrazol- 
1-yl] benzenesulf onamide ; 
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3 -methyl- 4 - [ 5 -phenyl -3 - ( trif luoromethyi ) -IH-pyrazol- 
1 -y 1 ] benz enesul f cnamide ; 



5 ethyl I- [4- ( aminosul fonyl } phenyl ] -5- { 4 -chlorophenyl ) - 
lH-pyrazole- 3 -carboxy late; 
ethyl 1- [4- ( amine sul fonyl ) phenyl ] -5- ( 4 -me thy lphenyl ) - 

lH-pyrazole-3 -carboxy late; 
isopropyl 1- [4 - ( amino sul fonyl ) phenyl ] -5- (4- 
10 chlorophenyl) -lH-pyrazole-3 -carboxy late ; 

methyl-1- (4- (aminosul fonyl ) phenyl] -5- ( 4-aminophenyl ) -1H- 

pyrazole- 3 -carboxy late; 
1- [4- {aminosulf onyl ) phenyl] -5- ( 4 -chlorophenyl ) -1H- 
pyrazole-3 -carboxylic acid; 
15 cerir-butyi-l- [4- (aminosulf onyl) phenyl] -5- (4- 
chlorophenyl ) - lH-pyrazole- 3 -carboxy late ; 
propyl -1- [4 - ( aminosulf onyl ) phenyl ] -5- ( 4 -chlorophenyl ) -1H- 

pyrazole- 3 -carboxy late ; 
butyl -1- [ 4 - ( aminosulf onyl ) phenyl ] -5 - ( 4 -chlorophenyl ) -1H- 
20 pyrazole-3-carboxylate; 

isobutyl-1- [4- { aminosulf onyl ) phenyl ] -5- ( 4 - chlorophenyl ) - 

1H -py razole- 3 -carboxy late; 
pentyl-1- [4- ( aminosulf onyl ) phenyl ] -5- ( 4 -chlorophenyl ) -1H- 
pyrazc le- 3 -carboxy late ; 
25 methyl-1- [4 - ( aminosul fonyl ) phenyl ] -5- ( 4 -chlorophenyl ) -1H- 
pyrazole-3 - carboxy lat e ; 
m;thyi-l- [4- ( aminosul fonyl ) phenyl ] -5- ( 4 -me thy lphenyl ) -1K- 

pyrazole-3 -carboxy late ; 
methyl-1- [4- ( aminosulf onyl ) phenyl ] -5- ( 4 -methoxyphenyl ) - 
3 0 lH-pyrazole-3 -carboxy late ; 

methyl-1- [4- ( aminosulf onyl ) phenyl ] -5- ( 4 -bromopheny 1 ) -1H- 

pyrazole- 3 - carboxy lat e ; 
methyl- 1 - [ 4 - ( aminosulf onyl ) phenyl] - 5 - 1 4 -nitrcphenyi ) -1H- 
pyrazoie- 3 - carboxy lat e ; 
3 5 methyl-1- [4- ( aminosul fonyl ) phenyl ] -5- ( 4 - f iuorophenyl ) -1H- 
pyrazoie-3 - carboxy lat e ; 
methyl-1- [4- (aminosulf onyl ) phenyl J -5- (3 , 5 -dichioro-4- 
methoxyphenyl ) -lH-pyrazole-3 -carboxy late ; 
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methyl -1- [4- ( ami nosul fonyl ) phenyl j -5- (3 , 5 -dif luoro-4 - 
methoxyphenyl) -IH-pyrazole- 3 -carboxylase ; 

N- [4-methylphenyl] -1- [ 4- { amino sul fonyl ) phenyl] -5 - (4- 
5 f luorophenyl ) -lH-pyrazole-3 -carboxamide ; 

N- [ 3 -chiorcphenyl ] -1- [4- ( aminosul fonyl ) phenyl 3 -5- (4- 

f luorophenyl) -lH-pyrazole-3 -carboxamide ; 
N- [ 3 - f luorophenyl] -1- [ 4- {aminosul fonyl ) phenyl] -5 - ( 4- 

f luorophenyl) -IH-pyrazole- 3 -carboxamide ; 
10 N- [ 3 -f luorophenyl] -1- [4- ( aminosul f onyDphenyl] -5- (4- 

chlorophenyl ) -lH-pyrazole-3 -carboxamide ; 
phenylmechyl N- [ [1- [4- ( aminosul fonyl ) phenyl ] -5- (4- 

chlorophenyl) -lH-pyrazol-3 -yl ] carbonyl ] glycinate ; 
1- [4- (aminosul fonyl) phenyl] -5- ( 4 -bromopheny 1 ) -1H- 
15 pyrazole-3 -carboxamide ; 

1- [4- (aminosul fonyl) phenyl] -5- ( 4 -chlorophenyl ) -1H- 

pyrazole- 3 -carboxamide; 
N-phenyl-1- [ 4- (aminosulf onyl ) phenyl ] -5- ( 4- f luorophenyl ) - 

lH-pyrazole-3 -carboxamide ; 
20 N- (4 -methoxyphenyl) -1- (4- ( aminosul fonyl ) phenyl ] -5 - (4- 

f luorophenyl) -IH-pyrazole- 3 -carboxamide ; 
N- (4-methylphenyl) -1- [4- (aminosulf onyl ) phenyl ] -5- (4- 

chlcrcphenyl ) - IH-pyrazole- 3 -carboxamide : 
N, N- dimethyl- 1- [4- (aminosulf onyl ) phenyl] -5- (4- 

2 5 chlorophenyl ) - IH-pyrazole- 3 -carboxamide ; 

N-methyl-1- [ 4 - (aminosulf onyl ) phenyl ] -5- (4 -chiorcphenyl ) - 

1H- pyrazole-3 -carboxamide ; 
N-methyl-N-ethyl-1- [4- (aminosul fonyl ) phenyl ] -5- (4 - 

chlorophenyl) -IH-pyrazole- 3 -carboxamide ; 
30 N-phenyl-1- [4- (aminosulf onyl ) phenyl ] -5- ( 4 -chlorophenyl ) - 

lH-pyrazole-3 -carboxamide ; 
N -methyl -N-phenyl-1 - [ 4 - (aminosulf onyl ) phenyl ] -5- : 4 - 

chlorophenyl ) -lH-pyrazcle-3 -carboxamide ; 
N- ethyl -1- [4- (amine sul f onyl ) phenyl ] -5 - ( 4 -chlorophenyl ) - 

3 5 lH-pyrazole-3 -carboxamide ; 

N-isoprcpyl-1- [4- (aminosulf onyl ) phenyl ] -5- (4- 
chlorophenyi ) -lH-pyrazole-3 -carboxamide ; 
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N-propyl- 1- ( 4 - i aminosulf any 1 J phenyl ] -5 - ( 4-chlcrophenyl ) - 

1H -pyr a zole- 3 -carboxamide ; 
N- butyl- 1 - [ 4 - (aminosulf onyl ) phenyl] -5- ( 4 -chlorophenyl ) - 
lH-pyrazole-3-carboxamide ; 
5 N- isobuty 1 - 1 - [4- (aminosulf onyl ) phenyl j -5- (4- 
chlorophenyl ) -lH-pyrazole-3 -carboxarr.ide ; 
N- cere-butyl -1- [ 4- (aminosulf onyl ) phenyl ] -5- ( 4 - 

chlorophenyl ) -lH-pyrazole-3 -carboxamide ; 
N-pentyl-1- [4- (aminosulf onyl ) phenyl ] -5- ( 4 -chlorophenyl ) - 
10 lH-pyrazole-3 -carboxamide; 

N-cyclohexyl-1- [4 - (aminosulf onyl) phenyl] -5- (4- 

f luorophenyl ) -lH-pyrazole-3 -carboxamide ; 
N-cyclopenty 1-1- [4 - ( aminosulf onyl ) phenyl ] -5- (4- 
chlorophenyl ) - 1H -pyr a zole -3 -carboxamide ; 
15 4- [5- (4 -chlorophenyl) -3- ( pyrrol idinocarbcxamide ) -1K- 
pyrazol-1 -yl ] benzene sul f onamide ; 
4- [5- (4 -chlorophenyl) -3- ( piper idinocarboxamide ) -1H- 

pyrazol-l-yl ] benzenesulf onamide; 
N- (3 -chlorophenyl) -1- [ 4 - (aminosulf onyl ) phenyl ] -5- ( 4- 
20 chlorophenyl) -lH-pyrazole-3 -carboxamide; 

N- (2-pyridyl) -1- [4 - (aminosulf onyl ) phenyl ] -5- (4- 

chlorophenyl ) -lH-pyrazole-3 -carboxamide ; 
N-methyl-N- ( 3 -chlorophenyl ) -1- [ 4- (aminosulf onyl ) phenyl 1 - 
5- ( 4 -chlorophenyl ) - lK-pyrazoie-3 -carboxamide ; 
25 1- [4- (aminosulf onyl) phenyl] -5- ( 4 -ni tropheny 1 ) -1H- 
pyrazole-3 -carboxamide ; 
1- [4- (aminosulf onyl) phenyl] -5- (4-f lucrophenyl ) -1H- 

pyrazole-3 -carboxamide ; 
1- [4- (aminosulf onyl) phenyl] -5-phenyl-lH-pyrazole-3 - 
3C carboxamide; 

1 - [ 4 - (aminosulf cnyl ) phenyl ] - 5 - ( 3 -chloro-4 -methoxyphenyl ) - 

1H - pyrazole -3 -carboxamide ; 
1- [4- [aminosulf onyl) phenyl] -5- ( 4 -me thy Ithiopheny 1 = -1H- 
pyrazcle- 3 -carboxamide ; 
3 5 1- [4- (aminosulf onyl) phenyl ] -5- ( 4 -methoxyphenyl ) -1H- 
pyr azole- 3 -carboxamide ; 
1- [ 4- (aminosulf onyl) phenyl] -5- < 4-methylphenyl ) -1H- 
pyrazole- 3 -carboxamide; 
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N-rr.ethyl l-[4- ( arainosu If onyl ) phenyl ] - 5- C 4 -methoxyphenyl J - 

lH-pyrazole-3 -carboxamide ; 
M- [ [1- [4- (ammosulf onyDphenyl] -5- ( 4 -chlorophenyl ) -1H- 

pyrazol -3 -yl ] carbonyl ) glycine ; 
5 1- [4- (ammosulf onyl) phenyl] -5- (3 -bromo- 4 -methoxyphenyl ) - 

lH-pyrazole-3 -carboxamide; 
1- [4- (aminosulfonyl) phenyl] -5- (3 , 5-dichioro-4 - 

methoxyphenyl ) - lH-pyrazole- 3 -carboxamide ; 



10 4- [5- (4-bromophenyl) -3-cyano-lH-pyrazol-l- 
yl] benzenesulf onamide ; 
4 - [ 3 -cyano- 5- ( 4 - f luorophenyl ) - lH-pyrazoi - 1 - 

yl ] benzenesulf onamide ; 
4- r 5- ( 4 -chlorophenyl ) -3 -cyano-lH-pyrazol- 1- 
15 yl ] benzenesulf onamide ; 

4- [3 -cyano-5- ( 4 -methoxyphenyl ] -lK-pyrazol -1 - 

yl] benzenesulf onamide; 
4- [3-cyano-5- ( 4 -methylphenyl ) -IH-pyrazol- 1- 
yl ] benzenesulf onamide ; 
20 4- [3 -cyano-5- ( 4 -methyl thicphenyl ) -lH-pyrazol-1- 
yl ] benzenesulf onamide; 
4 - [5 - ( 3 -chloro-4 -methoxyphenyl) - 3 -cyano- iH-pyrazol- 1 

yl ] benzenesulf onamide ; 
4- [ 5 - (3 , 5 -dichloro -4 -methoxyphenyl ) -3 -cyano- 1H- 
2 5 pyrazol-1 -yl] benzenesulf onamide ; 

4- [5- (3 -bromo- 4 -methoxyphenyl) -3 - cyano -lH-pyrazcl-1- 

yl ] benzenesulf onamide ; 
4 - [ 3 -cyano- 5 -phenyl -IK -pyrazol-1 - 
yl] benzenesulf onamide; 
3C 4- [5- ( 4 -nitrophenyl ) -3- (cyano) - IH-pyrazol -1- 
yl ] benzenesulf onamide ; 



4- I 4 -chioro- 5 - ( 4 -f luorophenyl ) -IH-pyrazol -i- 

y 1 ] benzenesul f cnamide ; 
^5 4- [4-chloro-5- ( 4 -chlorophenyl ) -lK-pyrazol -1 - 

yl ] benzenesulf onamide ; 
4 - [ 4 -bromo- 5- ( 4 -chlorophenyl ) -IH-pyrazol- 1- 

yl ] benzenesulf onamide ; 
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4- [ 4-chloro-5-phenyl-lK-pyrazol-l-y 1 ] benzenesulf cnamide ; 
4- [4-chlcro-5- (3 , 5-dichioro-4-methoxyphenyl ) -lH-pyrazoi- 

1-yl] benzenesulf onamide; 
4- [4-bromo-5- ( 4 -mechylphenyl ) -IH-pyrazol- 1 - 
5 yl] benzenesulf onamide; 

4- [4-chloro-5- { 4 -methylpheny 1 ) -IH-pyrazol -1 - 

yl] benzenesulf onamide ; 
4- [ 4 -chloro-5- ( 3 -chloro- 4 -methoxyphenyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
10 4- [4-chloro-5- ( 4 -methoxyphenyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [4-bromo-5- ( 4 -methoxyphenyl ) -IH-pyrazol-l- 

yl] benzenesulf onamide ; 
4- [ 4 - cyano - 5 - ( 4 -methoxyphenyl ) - IH-pyrazol - 1 - 
15 yl] benzenesulf onamide ; 

4- [4 -chloro-5 - (3 , 5 -di f luoro- 4 -methoxyphenyl ) -lH-pyrazcl- 

1-yl ] benzenesulf onamide ; 
4- [ 4 -methyl -5 -phenyl -lH-pyrazol-l-yl ] benzenesul f onamide ; 
4 - [ 4- f luoro -5 -phenyl -IH-pyrazo 1-1 -yl] benzenesulf onamide; 
20 4- [5- (4-chlorophenyl) -4-methylsulfonyl-lH-pyrazol-l- 

yl ] benzenesulf onamide; 



4- [4 -chloro-5 - [ 4 -chlorophenyi ) -3- ( trif lucrcmethyi } - 
lH-pyrazol-l-yl ] benzenesulf onamide ; 
25 4- [4-ethyl-5-phenyl-3 - ( trif luoromethyl ) -IH-pyrazol - 1 - 
y 1 ] benzenesulf onamide ; 
4- [4 -me thy 1-5 -phenyl -3- ( trif luoromethyl } -lH-pyrazol- 

1-yl] benzenesulf onamide; 
4- [ 5- (4 -methoxyphenyl) - 4-methy 1-3 - ( trif luoromethyl ) - 
3 0 lH-pyrazol-l-yl ] benzenesulf onamide ; 

4- [5- (4-chlorophenyi) -4-methyl-3 - ; trif luoromethyl ) - 

lH-pyrazc 1-1 -yl ] benzenesulf onamide ; 
4 - [ 5 - i 4 -chlorophenyi ) - 4-ethy 1-3 - ( trif luoromethyl ; -IH- 
pyrazol- 1 -yl ] benzenesul f onamide ; 
35 4 - [ 4 -ethyl -5 - ( 4 -methylpheny 1 ) -3- < trif luoromethyl ) -1H- 
pyrazcl-1 -yl ] benzenesulf onamide ; 
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4- [ 4 -ethyl -5 - ( 4 -methoxy-3 -methy lpheny 1 ) -3- 

( trif luoromethyl ) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
4- [4 -ethyl -5- ( 4-methoxypheny 1 ) -3- ( trif luoromethyl ) - 
5 IH-pyrazoi - 1 -y 1 ] benzenesulf onamide ; 

4- [ 4 -cyclopropyl-5-phenyl-3 - ( trif luoromethyl } - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [4 -ethyl -5- (3 - f luoro-4 -chlorophenyl ) -3- 

( trif luoromethyl ) -lH-pyrazcl -1- 
10 yl ] benzenesulf onamide ; 

4 - [ 4 -hydroxymethyl-5-phenyl-3 - ( trif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (4-f luorophenyl) -4 -methyl -3- ( trif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
15 4- [4 -methyl- 5- ( 4 -me thy lpheny i ) -3- ( crif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [ 4 - f luoro- 5 -phenyl -3 - ( trif luoromethyl ) -lH-pyrazol- 

1 -y 1 ] benz enesul f onamide ; 
4- [4-bromo-5- ( 4 -chlorophenyl ) -3- (dif luoromethyl ) -1H- 
20 pyrazol-1 -yl ] benz ene sul f onamide ; 

4 - [ 4 -chlcro- 5 - (3 , 5 -dichloro- 4 -methoxypheny 1 ) - 3 - 

[dif luoromethyl ) -IH-pyrazol-l- 

yl] benzenesulf onamide ; 
4- [4-chioro-3- (dif luoromethyl ) -5-phenyi-lH-pyrazol-l- 
25 yl ] benzenesulf onamide; 

4- [4-bromo-3- (di f luoromethyl ) - 5 -phenyl -IK-pyrazol- 1- 

yl ] benzenesulf onamide ; 
4- [4-chloro-3- ( dif luoromethyl ) -5- ( 4 -methoxypheny 1 ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
30 4- [4-chloro-3-cyano-5-phenyl-lH-pyrazoi-l- 

y 1 ] benzenesul f onamide ; 
4 - [ 4 -chloro- 5 - ( 4 -chloropheny 1 J - 3 - cyanc - IK -pyrazol -1- 

y 1 ] benzenesul f onamide ; 
4 - [ 4-chloro-3 -cyano-5- [ 4 - f luorophenyl 1 - IK-pyrazol - 1 - 
3 5 yl] benzenesulf onamide ; 

4- [ 4 -bromo- 3 -cyano-5- ( 4 -f luorophenyl ) - IH-pyrazol-l- 

y 1 3 benzenesulf onamide ; 
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4- [4-bromo-3 -cyano-5-phenyl-lH-pyrazoi-i- 

yl ] benzenesulf onamide ; 
ethyl [1- { 4 -aminosulf onylphenyl > - 4 -bromo- 5 - (4- 
chlcrophenyl ) -lH-pyrazol-3 -yl] carboxylate; 
5 methyl [ 1- { 4 -aminosulf onylphenyl ) -4 -chicro-5 -phenyl - 
lH-pyrazol-3 -yl ] carboxylate ; 
methyl [ 1- ( 4 -aminosulf onylphenyl ) -4-chloro-5- ( 4 - 

chlorophenyl) -lH-pyrazol-3 -yl • carboxylate; 
ethyl [1- ( 4 -aminosulf onylphenyl ) -4 -chloro -5- ( 4- 
10 chlorophenyl) - lH-pyrazcl-3 -yl ] carboxylate; 

methyl [1- (4 -aminosulf onylphenyl) -4-chloro-5- (4- 

f luorophenyl) - lH-pyrazol-3 -yl] carboxylate ; 
methyl [1- ( 4 -aminosulf onylphenyl ) -4-bromo-5- <4- 
f luorophenyl) -lH-pyrazol-3-yl ] carboxylate; 
15 methyl [1- ( 4 -aminosulf onylphenyl ) -4-chloro-5- (3- 
chloro-4-methoxyphenyl ) -lH-pyrazol -3 - 
yl] carboxylate; 
methyl [1- { 4 -aminosulf onylphenyl ) -4-chloro-5- (3,5- 
dichloro-4-methoxyphenyl) -lH-pyrazol-3 - 
20 yl] carboxylate; 

methyl [ 1- ( 4 -aminosulf onylphenyl ) -5 - ( 3 -bromo-4 - 
methoxyphenyl ) -4-chloro-lH-pyrazol-3 - 
yl] carboxylate; 
[ 1- ( 4 -aminosulf onylphenyl ) -4-chloro-5-phenyl-lH- 
25 pyrazcl-3 -yl] carboxamide; 

[ 1- ( 4 -aminosulf onylphenyl ) -4 -chloro- 5 - ( 4- 

chlorcpheny 1 i - lH-pyrazol-3 -yl ] carboxamide ; 
[ 1- ( 4 -aminosulf onylphenyl ) -4 -chloro- 5- ( 4- 

f luorophenyl ) -lH-pyrazol-3 -yl ] carboxamide ; 
3 3 [1- ( 4 -aminosulf onylphenyl ) -4 -bromo- 5- { 4 -chlorophenyl ■ 
lH-pyrazol-3 -yl ] carboxamide ; 
[ 1- ( 4 -aminosulf onylphenyl ) -4 -bromo- 5 -phenyl - 1H- 

pyrazol-3 -y 1 ] carboxamide ; 
( 1 - '4 - amino sul f onylphenyl ) - 4 -chloro- 5 - ( 4 - 
35 chlorophenyl ) -lH-pyrazol-3 -yl ] carboxylic acid; 

[1- ( 4 -aminosulf onylphenyl ) -4 -chloro -5 -phenyl -1H- 
pyrazol-3 -yl] carboxylic acid; 
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[1- ( 4-ammosulfonylphenyl ) -4-chloro-5- (3 . 5-dichloro- 
4-methoxyphenyl ) -lH-pyrazol-3 -yl ] carboxylic 
acid; 

4 - [4 -chloro -3 -isopropy 1-5 -phenyl -iH-pyr azo 1-1- 
5 y 1 ] benzenesul f or ami dp ; 

4- [ 4 -chloro -3 -methyl -5 -phenyl -lH-pyrazol -1- 

yl ] benzenesulf onamide ; 
4- [ 4 -chloro- 3 -hydroxymethyl - 5 -pheny 1-lH-pyrazol -1- 

yl] benzenesulf onamide ; 
10 4- [4-chloro-5- { 4 -chlorcpheny 1 ) -3 -hydroxymethyl- 1H- 

pyrazol-l-yl] benzenesulf onamide; 
[ 1 - ( 4 -aminosulf onylphenyl ) -4 -chloro- 5- 

f 4-chlorophenyl ) -lH-pyrazol - 3 -yl ] propanoic acid; 

15 4 [ 5 ( 4 chlorcphcnyl ) - 3 - ( tr i f iuoromcthy 1 ) - IH-pyrazci 

1-yl I benzenesulf onamide; 
4- [5 -pheny 1-3- ( trif luoromethyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4- [5- (4-f luorophenyl ) -3- (trif luoromethyl ) -lK-pyrazol- 
20 1-yi ] benzenesul fonamide; 

4- [5- (4-cyanophenyl ) -3- ( tri f luoromethyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4- [5- (2, 4-dif luorophenyl ) -3- ( trif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 

2 5 4- [5- (2, 6 -dif luorophenyl) -3- ( trif luoromethyl ) -1H- 

pyrazol-1 -yl] benzenesulf onamide ; 
4- [5- (4-methoxyphenyl ) -3- ( trif luoromethyl ) -lH-pyrazol- 

1-yl] benzenesul fonamide ; 
4- [5- (3, 4-dichlorophenyl) -3- ( tri f luoromethyl ) -1H- 

3 0 pyrazoi-l-yl ] benzenesulf onamide ; 

4- '5- (4-bromophenyl) -3- ( tri f luoromethyl } - iK-pyrazol -1 - 

yl ] benzenesulf onamide ; 
4 - ; 5 - (2 , 4 -di chlorcpheny 1 ■ -3 - { trif luoromethyl ) -1H- 

pyrazcl -1-yl] benzenesulf onamide ; 
35 4 [5 ( 3 chlorcphcnyl ] - 3 -( trif lucrcmethvl ) -IH-pyrazol 

1 -y 1 ) benzenesul fonamide ; 
4- [5- f 4-methylphenyl) -3- ( tri f luoromethyl ) -lH-pyrazol- 

1 -y 1 ] benzenesul fonamide ; 
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4- [5- (4-trif luor ome thy Ipheny 1) -3- ( tri f Iuoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onanide ; 
4 - (5- (4-trif luoromethoxyphenyl ) - 3- ( tri f lucromethy 1 ) - 

IH-pyrazol -1 -yl ] benzenesulf onamide ; 
5 4- [ 5- ( 4 -nicropheny 1 ) -3 - (r.rif Iuoromethyl ) - lH-pyrazo] -1 - 

yl ] benzenesulf onamide; 
4- [5- (2-chlorophenyl) -3- ( trif luorcmethyl } -lH-pyrazol- 

1-y 1 ] benzenesulf onamide ; 
4- [5- (2-f luorophenyl ) -3- ( trif luorcmethyl J -iH-pyrazol- 
10 1-yl] benzenesulf onamide ; 

4- (5- (4-aminophenyl) -3- [ trif luorome thy 1 ) - IH-pyrazol -1 - 

yl] benzenesulf onamide ,- 
4- [5- (2-nethylphenyl) -3- ( trif luorome thy 1 ) -lH-pyrazoi- 

1 -y 1 ] ben z ene sul f onami de ; 
15 4 - i 5 - ( 4-f iuoro-2-methy ipheuy 1 ) -3 - ( Li if luox'uir.euhy 1 ) -1K- 

pyrazol-l-yl] benzenesulf onamide ; 
4- [5- (3 -me thy Ipheny 1) 3- { tri f luorome thy 1 ) -lH-pyrazci- 

1 -y i ] benz enesul f onamide ; 
4- [5- (4-ethcxyphenyl) -3- ( trif luorome thy 1 ) -iH-pyrazcl- 
2C 1-yl ] benzenesulf onamide ; 

4- [ 5- (3 , 5 -dimethyl- 4 -methoxypheny 1 ) - 3 - 

( trif lucromethyl) -IH-pyrazol -1 - 

yl ] benzenesulf onamide ; 
4- [5- (3 -f luorophenyl) -3- ( trif luorome thy 1 ) -lH-pyrazol- 
25 1-yl ] benzenesulf onamide; 

4- [5- (3-f lucro- 4 -methoxypheny 1) -3- ( trif iuoromethyl ] - 

IH-pyrazol-l-yi ] benzenesul f onamide ; 
4- [5- (4-methylthiophenyl) -3- ( trif Iuoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
30 4- [5- (4-chloro-3-methylphenyl) -3- (trif Iuoromethyl ) -IH- 
pyrazol -1-yl ] benzenesulf onamide ; 
4 _ [ 5 _ ( 4 -ethy Ipheny 1 ; -3 - ( trif Iuoromethyl ) - IH-pyrazol - 1 - 

y 1 ] benzenesul f onamide ; 
4- [ 5- (2 , 4 -dime thy Ipheny 1 ) -3 - ( tri f Iuoromethyl j -1H- 
3 5 pyrazoi - 1-yl] benzenesulf onamide ; 

4- [ 5 - ( 2 -methoxypheny 1 ) -3 - ( tri f Iuoromethyl ) - 1 H-pyrazol - 

1-yl] benzenesulf onamide; 
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4 - [5 - { 4-methoxy-3-methylphenyl) - 3- ( cr i f luoromethyl ) - 

lH-pyrazol -1-yl ] benzenesulf onamide ; 
4 - [ 5- ( 3 -bromc -4 -methyl thiophenyl ) - 3 - ( trif luoromethyl ) - 

lH-nyrazol -1 -yl ] benzenesulf onamide ; 
5 4- [5- [ 4 -hydroxy- 3 -methyl phenyl ) -3- { tr i f luoromethyl ) - 

lH-pyrazol-l-yi ] benzenesulf onamide ; 
4 - [ 5- (3 -chloro-4 -methy Ipheny 1) -3 - ( trif luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4 - [ 5 - ( 3 , 4 -dimethoxyphenyl ) -3 - ( tri f luoromethyl } -1K- 
10 pyrazol-1 -yl ] benzenesulf cnamide ; 

4- [ 5- (3 -chloro-4 -methoxyphenyl) -3- ( trif luoromethyl ) - 

IH-pyrazoi -1 -yl ] benzenesulf onamide ; 
4 - [ 5 - [ 3 - chloro- 4 -methoxy- 5 -methy Ipheny 1 ) - 3 - 

(trif luoromethyl ) - lH-pyr3 zo 1 - ! - 
15 yl ] benzenesulf onamide; 

4- ( 5- ( 3 -ethyl-4-methcxyphenyi ) -3- ( tri f luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (4-f luoro-2-methoxyphenyl) -3- ( trif luoromethyl ) - 

lH-pyrazoi-l-yl ] benzenesulf onamide ; 
20 4 - [ 5 - ( 4 -hydroxyme thy Ipheny 1 ) -3 - ( tri f luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- { 4-methoxy-3 - ( 1-propenyl ) phenyl ) -3- 

{ trif luoromethyl ) -lH-pyrazol - 1 - 

yl ] benzenesulf onamide ; 

2 5 4 - [ 5 - (3 , 5 -dichloro- 4 -methoxypheny 1 ) -3 - 

(trif luoromethyl) -lH-pyrazol-1- 
yi] benzenesulf onamide; 
4- [ 5 - (2 , 4 -dimethoxyphenyl ) -3 - ( tri f luoromethyl ) - 
lK-pyrazol-l-yl] benzenesulf onamide ; 

3 0 4- [5- ( 3 -chloro-4 - f luoropheny 1 ) -3- ( trif luoromethyl ) -1K- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4- [5- (4-methoxy-3-propylphenyl) -3- ( tri f luoromethyl ) - 

IK-pyrazol-i-yl] benzenesulf onamide ; 
4 [5 - (3, 5 - d i f 1 ucr c - •£ - me t hoxy ph er.y 1 ) - 3 - 
3 5 ( trif luoromethyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
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4 - [5- (3-fluoro- 4 -methyl thiophenyl) -3 - 

( trif luorcmethyl ) -lK-pyrazol-1 - 

yl ] benzenesul f onamide ; 
4- [ 5 - { 3 -cyclopropylmethyl -4 -met hoxy phenyl ) - 3 - 
5 ( trif luorcmethyl ) -lH-pyrazol -1 - 

yl ] benzenesulf onamide; 
4- ;i- [4- (aminosulf onyl ) phenyl ] -3- (trif luorcmethyl } -1K- 

pyrazol-5-yl 3 benzoic acid; 
4- [ 5- (-3 -methyl- 4 -methylthiophenyl ) -3- 
10 (trif luoromethyl) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [5 - (3 -chiorc- 4 -methyl thiophenyl ) -3- 

( trif luoromethyl ) -IH-pyrazol-l - 

yl ] benzenesulf onamide ; 
15 4 - [ 5 - ( 4 - (N, N- dime thy i amino ) phenyl ) - 3 

( tr^f luoromethyl ) -lH-pyrazol-i- 

yl ] benzenesulf onamide ; 
4- [5- (4-methyl-3-nitrophenyl) -3- ( trif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
2C 4- [5- (4- (N-methylamino) phenyl) -3- ( trif luoromethyl ) -1H- 

pyr a z ol -1-yi] benzenesulf onamide ; 
4 - [ 5 - ( 3 -amino-4-methylphenyl ) -3 - ( trif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide; 
methyl -4- [ 1- [ 4- ( aminosulf onyl ) phenyl ] -3 - { trif luoromethyl ) - 
25 lH-pyrazol-5-yl ] benzoate; 

4- [1- [4- (aminosulf onyl ) phenyl ] -3- ( trif luoromethyl ) -1H- 

py r a z o 1 - 5 -y 1 ] ben z ami d e ; 
4- [5- (3 , 5-dif luorophenyl) -3- ( trif luoromethyl ) -lH-pyrazol- 

1-yl ] benzenesulf onamide ? 
30 4- [5- (2, 4, 6-trif luorophenyl) -3- ( trif luoromethyl ) -1H- 

pyrazcl- 1 -y 1 ] benzenesulf onamide ; 
4- ; 5- (2 , 6-dichiorcphenyl ! -3- [ tr i f lucromethy 1 ) -IH-pyrazcl- 

1 -y 1 ] benzenesul f onamide ; 
4 - [ 5 - (2,4, 6-trichloropher.yl ) -3- ( trif luoromethyl ) -1H- 
3 5 pyrazoi-1 -y 1 i benzenesulf onamide ; 

4- [5- (3-methoxyphenyl) -3- ( tri f luoromethyl ) - iH-pyrazol - 1 - 

yl ] benzenesulf onamide ; 



[ 5- (3 , 4-dimethylphenyl ) -3 - ( trif luoromethyl ) -iH-pyrazci 

1 -y I ] benzenesulf onamide ,- 
[5- (1, 3-benzodioxol-5-yl) -3- ( trif luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesul f onamide ; 
[5- (2-f luoro-4-methoxyphenyi ) -3- ( trif iuoromethyi J -ih- 

pyrazol -1 -yl ] benzenesul fcnamide ; 
[ 5 - { 2 -chloro-4 -methoxyphery 1 ) -3 - ( trif luoromethyl ) -1H- 

pyrazol-l-yl] benzenesul f onamide ; 
[5- (4-chloro-2-methoxyphenyl) -3- ( tri f luoromethyl ) 

pyrazol-l-yl ] benzenesul fonamide ; 
[5- ( 2 -methyl thiopheny 1 ) -3- ( tri f luoromethyl ) -lH-pyrazoi 

1-y 1 ] benzenesul fonamide ; 
[5- (3-methylthiophenyl) -3- ( trif luoromethyl ) -lH-pyrazol 

1-y 1 ] benzenesul fcnamide ; 
[5- (2-methylsulf inylphenyl) -3- { tri f luoromethyl ) -1H- 

pyrazol - 1 -yl 1 benzenesul fonamide ; 
[5- ( 3 -me thy lsu If inylphenyl ) -3- ( tri f luoromethyl ) -1H- 

pyrazol-l-yl] benzenesul f onamide ; 
[5- ( 4 -methylsulf inylphenyl) -3- ( tri f luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesul fonamide ; 
[5- (2-f luoro-4-methylphenyl ) -3- ( tri f luoromethyl ) -1H- 

pyrazol-i-yl ] benzenesulf onamide ; 
[5- ( 4-f lucro-3-methylphenyl ) -3- ( trif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
[5- (2-chlcro-4-methylphenyl) -3- < trif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
[5- (4-chloro-2-methylphenyl) -3- ( trif luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
[5- (4-hydroxyphenyl) -3- { tri f luoromethyl ] - 1H -py raze 1-1- 

yl] benzenesulf onamide ; 
[5- (3, 4 -dihydroxy phenyl ) -3- ( tri f luoromethyl ) -1h- 

pyrazol-1 -yl i benzenesul fonamide ; 
[5 - ( 4 - isopropy Iphenyl ) -3 - ( trif luoromethyl ' -IH-pyrazci - 

i-y 1 ] benzenesulf onamide ; 
[4- [1- [4- (aminosulfonyi) phenyl] -3 -trif luoromethyl- 1H- 

pyrazoi-5-yi j phenyl ] acetamide; 
[4- [1- [4- (aminosulfonyi ) phenyl] -3 -trif luoromethyl - 1H- 

pyrazol -5 -yl ] phenyl ] f ormamide ; 
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N- [ 4 - [ 1- [4- (ammosulf cnyl ] phenyl ] -3 - trif luorornethyi -1K- 

pyrazoi-5-yl] phenyl] trif luoroacet amide ; 
4- [5- (4- [N-methylaminosulf onyl] phenyl ) -3- 

( trif luorornethyi) -IH-pyrazol- 1 - 
5 yi j benzenesulf oriamide ; 

4- [ 5- (2 , 5-dichlorcphenyl ) -3 - ( trif luorornethyi ) - 

IH-pyrazol -1 -yl ] benzenesul f onamide; 
4- [ 5 - (4 -n-butoxyphenyl ) -3- ( tri f luorornethyi ) - 

lH-pyrazol-l-yl ] benzenesul f onamide ; 
10 4 - [ 5 - ( 4 - [ amino sulfonyl j phenyl ) -3 - ( trif luorornethyi ) - 

lH-pyrazol-l-yl ] benzenesul f onamide ; 
4- [5- (2, 3 -dif luorophenyl ) -3- ( trif luorornethyi ) -lH-pyrazol- 

1 -yl] benzenesulf onamide; 
4- [5- (2, 5 -dif luorcpheny 1 ) -3- ( tri f luorornethyi ) -lH-pyrazoi- 
15 1 -yl ] benzenesul f onamide ; 

4- [5- (2, 3 , 4-tnf luorophenyl) -3- ( tri f luorornethyi ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4- [ 5- (3 , 4 , 5 -trif luorophenyl) -3 - ( tri f luorornethyi ) -1H- 

pyrazol-l-yl ] benzenesulf onamide; 
20 4- [5- (2,4, 5-trif luorophenyl) -3- ( trif luorornethyi } -1H- 

pyrazol -1 -yl ] benzenesulf onami de; 
4- [5- (2 , 5, 6 -trif luorophenyl) -3- (trif luorornethyi; -1H- 

pyrazol-1 -y 1 ] benzenesulf onamide; 
4-[5-(2,3,4, 5- tetraf luorophenyl) -3- ( trif luorornethyi ) -1H- 

2 5 pyrazol -1-yl ] benzenesul f onamide ; 

4- [5- (2,3,4, 6- tetraf luorophenyl) -3- I trif luorornethyi ) -1H- 

pyrazcl - 1 -yl] benzenesulf onamide; 
4- [5- (2 , 3 , 5 , 6-tetraf luorophenyl) -3- ( trif luorornethyi ) - 1H- 

pyrazol-i-yl ] benzenesulf onamide ; 
30 4- [5- (pentaf luorophenyl) -3- ( trif luorornethyi ) -lH-pyrazol- 

1 -yl ] benzenesul f onamide ; 
4- [5- (2 , 3 , 4 - trichlorophenyl ] -3- ( tri f luorornethyi ) -IK- 

pyrazci- 1 -yl ] benzenesulf onamide ; 
4-[5-(3,4,5- trichlorophenyl ) -3 - ( tri f luorornethyi ) - 1H- 

3 5 pyrazol- 1 -yl ] benzenesulf onamide ; 

4- [ 5 - (2,4, 5 -trichlorophenyl ) -3 - (tri f luorornethyi ) -1H- 
pyrazo 1 - 1 -y 1 ] benzenesulf onamide ; 
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4- [5- (2, 5 , 6-trichlcrophenyl) - 3- ( cri f luoromethyi ) - 1H- 

pyrazol-1 -yl] benzenesulf onamide ; 
4-[5-(2,3,4, 5-tetrachlcrophenyl ) -3 - ( tri f luoromethyi J - 1H- 

pyrazol-1 -yl] benzenesulf onamide; 
5 4- [5- (2,3,4, S-tecrachlorcphenyl) -3 - { trif luoromethyi : -IK- 

pyrazol-1 -yl] benzenesulf onamide ; 
4-[5-(2,3,5, 6-tecrachlorophenyl ) -3- ( trif luoromethyi ) -1H- 

pyrazol -1 -yl ] benzenesulf onamide ; 
4-[5-(2,3,4,5, 6-pentachlorophenyl ) - 3 - ( cri f luoromethyi ) - 
10 lH-pyrazol-l-yl] benzenesul f onamide ; 

4 - [ 5 - ( 4- c ert -bucylphenyl ) -3 - ( cri f luoromethyi ) -lH-pyrazol - 

1-yl ] benzenesulf onamide; 
4- [5 - (4-isobutylphenyl) -3- ( cri f luoromethyi ) - IH-pyrazol -1 - 

yl ] benzenesulf onamide ? 

lb 

4- [5- (4-chlorophenyl ) -3- (dif luoromethyi ) -lH-pyrazol- 

1-yl] benzenesulf onamide; 
4- [5- (4-crif luoromechylphenyl ) -3- (dif luoromechyi ) -1H- 

pyrazol-l-yl] benzenesulf onamide ; 
2D 4- [5 - ( 4 -methyl thiophenyl ) -3- (dif luoromethyi ■ -1K- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4- [5- (4- (1-morpholino) phenyl) -3- ( di f luoromethyi } -1H- 

pyr a zol - 1 -yl] benzenesulf onamide; 
4- [5- (4-methylphenyl) -3- (dif luoromethyi ) -iH-pyrazol- 
25 1-yl ] benzenesulf onamide ; 

4- [ 5-phenyi-3- (dif luoromethyi ) -lH-pyrazol -1- 

yl ] benzenesulf onamide ; 
4- [5- (4-methoxyphenyl) -3- (dif luoromethyi ) -lH-pyrazol- 

1-yl] benzenesulf onamide; 
30 4- [5- (3, 4-dimethylphenyl) -3- (dif luoromethyi 5 -1H- 

pyrazol - 1 -yl ] benzenesul fonami de ; 
4 - [ 5 - ( 3 - f luoro- 4 -mechcxypheny 1 ) - 3 - ( di f luoromechyi ) - 

lH-pyrazol - 1 -y 1 ] benzenesu 1 f onamide; 
4 - ; 1- [4- (aminosuif onyi ) phenyl ] -3 - f dif iucromechyl ) - 1H- 
35 pyrazol-b -yl j benzoic acid; 

methyl 4- [ 1- [ 4 - ( aminosuif onyl 3 phenyl ] -3 - ; di f iucromechyl ) - 

lH-pyrazol-5-yl] ben zo ate; 
4- [1- ( 4 -ammosul f onylpheny 1 ) -3- (dif luoromethyi ) - 
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lH-pyrazd-5-yl ] benz amide; 
4- [ 5- (2-fluoro- 4 -methoxyphenyi ; -3 - ( dif Iuoromethyl ) - 

IH-pyrazo 1 - 1 -y 1 ] benzenesul f onamide ; 
4- [ 5- (4-cyanophenyl) -3- (dif Iuoromethyl) -lH-pyrazol-1 - 
5 yl ] benzenesul fuaariiide; 

4- [5- (3-chloro-4-methylphenyl) -3- (dif Iuoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4 - [ 5 - '3 -chloro-4 -methoxyphenyi ) -3 - ( dif Iuoromethyl ) - 

IH-pyrazol-l-yl ] benzenesulf onamide ; 
0 4- [ 5- ( 4-chloro-3 -methylpheny 1 ) -3- (dif Iuoromethyl J -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4- [5- (3 , 4-dimethoxyphenyl) -3- (dif Iuoromethyl ! -1K- 

pyrazol-l-yl] benzenesulf onamide ; 
4- [ 5 - ( 3 , 5 -dichloro- 4 -methoxyphenyi } -3 - 
5 (dif Iuoromethyl ) -IH-pyrazol-l- 

yl] benzenesulf onamide ; 
4 - ( 5 - ( 3 , 5 -dif iuoro- 4 -methoxyphenyi ) -3 - 

(di f iuoromethyl ) -IH-pyrazol-l- 

yl ] benzenesulf onamide ; 
0 4- [5- (2 -methoxyphenyi) -3- (dif Iuoromethyl) -IH-pyrazol- 

1-yl] benzenesul f onamide ; 
4- [5- ( 3 -bromo- 4 -methoxyphenyi) -3- ( di f Iuoromethyl ) -1H- 

pyrazol-l-yl 1 benzenesulf onamide ; 
4- [ 5 - ( 4-methyisulf cnylphenyl ) -3 - (dif Iuoromethyl ) -1H- 
5 pyrazol-l-yl ] benzenesul f onamide ; 

4- [5- ( 5 -brcmo-2 - thieny 1 ) -3- (dif Iuoromethyl) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4- [5- (5-chloro-2-thienyl) -3- (dif Iuoromethyl) -1H- 
G pyrazol-l-yl ] benzenesulf onamide ; 

4 - [ 5 - ' 1-cyclohexenyl ) - 3- ( dif Iuoromethyl < - IH-pyrazcl -1- 

yl ] benzenesul f onamide ; 
4 - ; 5 - , cyciohexyi ) -3 - ! di f Iuoromethyl ) -IH-pyrazo 1 - 1 - 

yl ] benzenesul f onamide ; 
5 4- [ 5- (biphenyl) -3- ( dif Iuoromethyl ) - lH-pyrazol- 1 - 

y 1 ] benzenesulf onamide ; 
4- [5- (1, 4-benzodioxan-5-yl) -3- (dif Iuoromethyl ) -1H- 

pyrazol-l-yl] benzenesulf onamide ; 
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4- [3- i'dif luoromethyl ) -5- ( 4 -me thy Icy clohexy 1 ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4- (5- (methyl - 1 -cyclchexeny 1 ) -3- ( di f luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
5 4- [5 - ( 2 -methyl -i-cyclopentenyl ) -3- ( di f luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (benzofuran-2-yl) -3- ( di f luoromethyl ) -iH-pyrazol- 

1 -y 1 ] fcenzenesul f onamide ; 
4- [5- (1, 3 -benzodioxol-5-yl ) -3- { di f luoromethyl ) -1H- 
10 pyrazol- 1 -yl ] benzenesulf onamide ; 

4 - [ 5 - (2-pyrazinyl ) -3- ( dif luoromethyl ) -1H -pyrazol -1 - 

y 1 ] benzenesul f onamide ; 
4 - [5 - (4 - (morpholmo) phenyl ) - 3- ( dif luoromethyl ) -1H- 

pyrazol- 1 -yl ] benzenesulf onamide ; 
lb 4 - [ b - ( 2 , 5 -dimethyl -3 -fury! ) - 3 - (di f iuor erne thy 1 ) - 1K- 

pyrazol -1 -yl ] benzenesul f onamide ; 
4- [5- (5-methyl-2-furyl ) -3- (di f luoromethyl ) -lH-pyrazol- 

1-yl ] benzenesulf onamide; 
4 - [5 - ( 1-chloro-l -methyl -4 -cyclohexyi ) -3- 
2 3 (dif luoromethyl ) - IH-pyrazol -1 - 

yl ] benzenesulf onamide ; 
4- [5- (3 , 4 -dibromo- 4 -methyl cyclohexyi ) - 3 - 

(dif luoromethyl ) -IH-pyrazol -1- 

yl ; benzenesul f onamide ; 

2 5 4 - [5 - (2 -me thoxy cyclohexyi ) -3- (dif luoromethyl ) -1H- 

pyrazcl -1-yl ] benzenesulf onamide ; 
'- [5- (2-thienyl) -3- (di f luoromethyl ) - IH-pyrazol -1 - 

yl ] benzenesulf onamide; 
4- [5- (2,4-dimethyl-3 -thienyl ) -3- ( di f luoromethyl ) -1H- 

3 0 pyrazol -1-yl] benzenesulf onamide ; 

4- [5- (2, 5-dichloro-3-thienyl ) -3- C di f luoromethyl ) -1H- 
pyrazol - 1 -yl ] benzenesul f onamide ; 

4 - ; 5 - (benzofuran-5-yi ; -3 - ; trif iucromethyl > - 1H -pyrazol - 
35 1 -yl ] benzenesulf onamide ; 

4- [5- (5-bromo-2- thienyl) -3- ( tr if luoromethyl ) -1H- 
pyrazol-1 -yl ) benzenesul f onamide ; 
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4 - [ 5 - ( 5-chlorc-2-thienyl ) -3 - ( cnf luoromethyl ) - IH- 
pyrazol -1 -yl ] benzenesulf onamide ; 
4- [5- (5-indanyl) -3- ( trif luoromethyl ) - lK-pyrazol - 1 - 

yi] benzenesulf onamide ; 
5 4- [5- (5-methyl-2-thienyl) -3- C trif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4 - [5 - (2, 3 -dihydrobenzcfuran-5 -y 1 ) -3- ( tri f luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- ( 1-cyclohexenyl ) -3 - ( tri f luoromethy 1 ) -lH-pyrazol- 
10 1-yl] benzenesulf onamide; 

4- [5- (5-benzothienyl) -3- ( trif luoromethyl ) -lH-pyrazol- 

1 -y 1 ] benz enesul f onamide ; 
4- [5- (3, 4-dihydro-2H-l-benzopyran-6-yl) -3- 

( trif luoromethyl ) -lH-pyrazol-1- 
15 yl ] benzenesul f onamide ; 

4- [5- (3, 4-dihydro-2H-l-benzothiopyran-6-yl ) -3- 

( trif luoromethyl) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [5- (2-phenylethenyl ) -3- ( trif luoromethyl ) -IH-pyrazol- 

2 0 1 -y 1 ] benz enesul f onamide ; 

4- (5- (4 -methyl- 1, 3 -benzodioxol - 6 -y 1 ) -3 - 

(trif luoromethyl } - iH-pyrazo 1- 1 - 

yl ] benzenesulf onamide ; 
4- [5- (4-methyl-l, 3 -benzodioxol -5 -yl ) -3- 
25 (trif luoromethyl) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
4- [5- ( 2 -pyrazinyl ) -3- ( trif luoromethyl ) - iH-pyrazol - 1 - 

yl] benzenesulf onamide ; 
4- [5- (biphenyl) -3- ( tri f luoromethyl ) -lH-pyrazol-1- 

3 2 yl ] benzenesulf onamide ; 

4-[5-{l,2,3, 4 - tetrahydronaphth-6 -yl ] ) - 3 - 

( trif luoromethyl ) -IH-pyrazol- 1 - 

yl ] benzenesulf onamide ; 
4- [5- (2-naphthyl) -3- ( trif luoromethyl ) - IH-pyrazol - 1 - 
3 5 yl ] benzenesul f onamide ,- 

4- [5- (2-thiazolyl) -3- ( trif luoromethyl ) -IH-pyrazol- 1 - 

yl ] benzenesulf onamide ; 
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4- [ 5 - (2-oxazolyl ) -3 - ( cri f luoromethy 1 ) -lH-pyrazol-l- 

yl ] benzenesul f onamide ; 
4 - [ 5 - [ cyclohexy 1 ) -3 - ( trif luoromethy 1 ) - lH-pyrazol - 1 - 

y 1 ] benzenesul f onamide ; 
5 4- [5 - ( eye 1 open tyl ) -3- ( trif luoromethy 1 ) -IH-pyrazol-l- 

yl ] benzenesulf onamide ; 
4 - [ 5 - ( cycloheptyl ) -3 - ( trif luoromethy 1 ) - IH-pyrazol - 1 - 

yl ] benzenesulf onamide ; 
4- [5- ( i-cyclopentenyl ) -3- ( trif luoromethy 1 ) -lH-pyrazol - 1 - 
10 yl ] benzenesulf onamide ; 

4- [5- (2- fury 1) -3- ( trif luoromethy 1 ) - lH-pyrazol-I - 

yl ] benzenesul f onamide ; 
4- [5- {2-pyridyl ) -3- ( trif luoromethy 1 ) - 

IH-pyrazcl-l -y 1 ] benzenesul f onamide ; 
15 4- [5- (3-pyridyl) -3- ( trif luoromethy 1 ) - 

lH-pyrazol-l-yl ] benzenesul f onamide ; 
4- [5- (S-methyl-3-pyridyl) -3- ( trif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (4-pyridyl) -3- ( trif luoromethy 1 ) - 
2 0 lH-pyrazol-l-yl ] benzenesulf onamide ; 

4- [5- ( 3 -cyclohexenyl ) -3- ( tri f luoromethy 1 ) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
4- [5- (4-cyclohexenyl) -3- ( tri f luoromethy! ) - IH-pyrazci - 1 - 

yl ] benzenesulf onamide ; 

2 5 4- [5- (4-methylcyclohex-4-ene-l-yl) -3- ( tri f luoromethy 1 ) - 

lK-pyrazol-l-yl ] benzenesul f onamide ; 
4- [5- ( 5 -chloro-2 - f ury 1 ) -3- < trif luoromethy 1 ) -lH-pyrazol ~ 1 • 

yl] benzenesulf onamide ; 
4- [5- (5-bromo-2-furyl) -3- (trif luoromethyl ) -lH-pyrazol -1- 

3 0 yl ] benzenesulf onamide ; 

4 - [ 5 - ( 6 -methoxy-2 -naphthyl ) - 3 - ( trif luoromethy 1 : -1H- 
pyrazol - 1 -y 1 ] benzenesul f onamide ; 

4 - [ 5 - [ 4 -chloropher.y 1 ) -3- (heptaf iuoropropy 1 ) -1H- 
3 5 pyrazol- 1 -yl ] benzenesulf onamide ; 

4- [5- (4-chlorophenyl) -3- ( chlorodif luoromethyl ) -1H- 
pyrazol- 1 -yl ] benzenesulf onamide; 
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4- [ 5- ( 4-chlorophenyl ) -3 - (pentaf luoroethyl ) -1H- 

pyrazcl-1 -yl ] benzenesulf onamide ; 
4 - [ 5 - ( 3 -chloro-4 -methoxyphenyl ) -3 - ( chloromethy 1 ) -1H- 

pyrazcl -1-yl] benzenesulf onamide; 
5 4- [3 - (chlorodif luoromethyl) -5- (3-f luoro-4- 

methoxyphenyl ) -IH-pyrazol-l - 

y 1 ] benzenesulf onamide ; 
4 - [ 5 - (phenyl ) -3 - ( f luoromethyl ) -IH-pyrazol-i - 

yl 1 benzenesulf onamide ; 
10 4- [3- (dichlorcmethyl ) -5- ( 3 - f luoro~4 -methoxyphenyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4- [3 - (bromodif luoromethyl) -5- ( 3 -flucro- 4 -methoxyphenyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 

4 - [ ^ - (4 -rhlornphpny 1 ) - ? - f f 1 n nrnmpr by 1 ) - lH-pyrazol - 1 - 

15 yl] benzenesulf onamide; 

4- [5- (4-chlorophenyl) -3- ( chloromethy 1 ) -IH-pyrazol-l - 

yl ] benzenes 1 f onamide; 
4- [5- (4-chlorophenyl) -3- (dichloromethyl ) - lK-pyrazol -1- 
yl] benzenesulf onamide; 
20 4- [5- (4-chlorophenyl) -3- ( dichlor of luoromethyl ) -1H- 
pyrazol -1 -yl ] benzene sulfonamide ; 
4- [5- (4-f luorophenyl) -3- ( tri chloromethy 1 ) - 

IH-pyrazol-l-yl ] benzenesulf onamide ; 
4 - [5 - (4-chlorophenyl) -3-d, 1-dif luoroethyl) -IH-pyrazol-l- 
25 yl] benzenesulf onamide; 

4- [5- (4-chlorophenyl) -3- (1, 1-dif luoropropyl ) -lH-pyrazol- 

1-yl] benzenesulf onamide; 
4 - [5- (4-chlorophenyl) -3- (1, 1 -dichloroethy 1 ) - IH-pyrazol - 1 - 
yl ] benzenesulf onamide ; 
30 4- [5- (4-chlorophenyl) -3- (1, 1-dichloropropyl ) -IH-pyrazol- 
1-yl ] benzenesulf onamide ; 

4 - [ 5 - ; 4 -chlorophenyl ) -3 -nitro- IH-py razol- 1 - 

v 1 ] be n z e n e su 1 f c r. am i d e ; 
3 5 4- [5- (4-chlorophenyl) -3- (amidino) -IH-pyrazol-l - 

yl ] benzenesulf onamide ; 
4- [5- (4-chlorophenyl) -3- (methylsulf onyl ) - lH-pyrazcl- 1 - 

yl ] benzenesul f onamide ; 



WO 95/15316 PCT/US94/12720 

50 

4 - [ 5 - { 4 -chlorophenyl ) - 3 - ( N- me thy 1 - amino sul f ony I ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4- [5- (4-f luorophenyl) -3- (imidazoiyl) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
5 4 - [5 - (4-f luorophenyl) -3- (2-pyridyl) - 

lH-pyrazol-l-y 1 ] benzenesulf onamide ; 
4- [ 5- ( 4 -chlorophenyl ) -3 - (N-cyanoamidino ) -lK-pyrazoi-1- 

yl ] benzenesulf onamide ; 
4- [5- ( 4 -chlorophenyl ) -3- (cetrazclylj -lH-pyrazol - 1 - 
10 yl ] benzenesulf onamide ; 

4- [5- (4 -chlorophenyl) -3- (phenyl sul f cnyl ) - lH-pyrazol-1 - 

yl ] benzenesulf onamide ; 
4 - [ 5- (4 -chlorophenyl ) -3 - (N-phenylaminosul f ony 1 ) -1H- 

pyrazol -1-yl] benzenesulf onamide ; 
15 4- [5- (4-chlorophenyl) -3- (N, N-dimechy lammosulf ony 1 ) -1H- 

pyrazcl-l-yl ] benzenesulf onamide ; 
4 - [ 5 - ( 4-chlorophenyl ) -3 - ( N -me chy 1 -N- phenyl amino su If ony 1 ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4 - [ 5 - { 4-chlorophenyl ) -3 - (N-echy laminosuif onyl } -1H- 
2 0 pyrazol-1 -yl ] benzenesul f onamide ; 

4- [ 5- (4-chlorophenyl) -3- (N-isopropy laminosul f ony 1 ) -1H- 

pyrazoi-1 -yl ] benzenesulf onamide ; 
4- [5- (4 -chlorophenyl) -3 - (N-methyl-N-ethylammosulfcnyi ; - 

lK-pyrazol-l-yi ] benzenesulf onamide ; 

2 5 4- [5- (4-chlorophenyl) -3- (N-methyl-N- ( 3 -chlorophenyl ) 

aminosul f onyl ) -lH-pyrazol-l-yl ] benzenesul f onamide ; 
4 - [ 5 - ( 4-chlorophenyl ) -3 - (N-menhy 1 -N- [2- 

pyridyl ) aminosuif onyl ) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
30 4- [ 3 -methyl-5-phenyl-lH-pyrazcl-l-yl ] benzenesulf onamide ; 
4- [3-isobutyl-5-phenyl-lH-pyrazoi-l- 

yl] benzenesulf onamide ; 
4 - [3- ( 3 -hydroxy propyl ) - 5 -phenyl - lK-pyrazol -1- 

yl ] benzenesul f onamide ; 

3 5 4 - [5 - (4-f luorophenyl) -3- ( 3 -hydroxyprcpy 1 ) - 

lH-pyrazol - 1 -yl ] benzenesul f onamide ; 
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4 



4 



[5 



(3 , 5 -dichloro-4 -methoxypheny 1 ) - 3 — { 3 - 
hydrcxypropyl ) - lH-pyrazol- 1 - 
yl ] benzenesulf onamide ; 

( 4-methylphenyl) -3- ( 2 -hydroxy i sopropy 1 ) - 
IH-pyrazo 1 -i -yl ] benzenesulf onarr.ide ; 



1- [ 4 - (aminosulf onyl ) phenyl ] - 5- ( 4 - f luorophenyl ) - 

lH-pyrazole-3-propanoic acid; 
1 - [ 4 - 'aminosulf onyl ) phenyl ] -5- ( 4 -ch loropheny 1 ) - 

lH-pyrazcIe-3 -propanoic acid; 
10 1- [4 - (aminosulf cnyl ) phenyl] -5- ( 4 -ch loropheny 1 ) -1H- 

pyrazole-3 -propanamide; 
merhyl 1- [4- (aminosulf onyl ) phenyl ] -5- ( 4 - f luorophenyl ) -1H- 

pyrazole-3 -propanoace; 
4- [ 3 - ( 3 -hydroxymechyl) -5 -phenyl -lH-pyrazol -1- 
15 yl] benzenesulf onamide ; 

4- [ 5- ( 4 -chloropheny 1 ) -3- ( 3 -hydroxymechyl ) -IH-pyrazol-l - 

yl ] benzenesul f onamide ; 
4- [3- (3 -hydroxymechyl) -5- ( 4 -mechoxyphenyl ) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
2 0 4 - [ 5- (3 , 5 -dichloro-4 -mechoxyphenyl ) -3 - ( 3 -hydroxymechyl ) - 

iK-pyrazol - 1 -y 1 ] benzenesulf onamide ; 
4- [5- ( 3 -chloro-4 -mechoxyphenyl) -3- { 3 -hydroxymechyl ) - 

lK-pyrazol-l-yl] benzenesulf onamide ; 
ethyl 3- [1- ( 4 -aminosulf onylphenyl ) -5- (phenyl) -1H- 

2 5 pyrazol-3 -yl] -2-cyano-2-propenoace; 

4 - f 5 - ( 4 -chloropheny 1 ) -3 - (chloro) -lH-pyrazol -1 - 

yl ] benzenesulf cnamide ; 
4- [5- (4 -chloropheny 1) -3- (bromo) -lH-pyrazol -1- 

yl ] benzenesulf onamide ; 
30 4- [5- (4-chlorophenyi) -3- (fluoro) - 1H -pyrazol-I- 

y 1 ] benzenesul f cnamide ; 
4- [ 3 - (dif luoromechyl ) -4 , 5-dihydro-? -mechcxy-lH- 

benz [g ] indazci- 1-yl ] benzenesul f onamide ; 
4 - [ 2 - ;dif luoromechyl ) -4 , 5-cihydro-" 7 -methyl -1K- 

3 5 benz [g] indazci - 1 -yl ] benzenesul f onamide ; 

4 - [ 4 , 5-dihydro-7 -mechoxy-3 - ( cr if luoromechyl ) -1H- 



benz [g] indazol - 1 -y 1 ] benzenesul f cnamide ; 
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4- [4 , 5-dihydro-3- ( crif luoromethyl ) -lH-benz [gj mdazoi- 

1-yl ] benzenesulf onamide; 
4- (4, 5-dihydro-7-methyl-3- (trif luoromethyl ) -1H- 

benz [g] mdazol - 1 -yl ] benzene sulfonamide ; 

benz [g] indazol - 1 -yl ] benzene sulfonamide ; 
4- [ 4 , 5-dihydro-6 . 8 -dimethoxy-3 - ( tri f luoromethyl ) -1H- 

benz [g] indazol -1-yl ] benzenesul f onamide ; 
methyl [1- ( 4 -aminosul f ony lpheny 1 ) -4, 5-dihydro-7- 
10 methoxy-lH-benz [g] indazol-3 -yl ] carboxy late ; 

4- (4 , 5-dihydro-3 -trif lucromethyl-lH- 

thieno [ 3 , 2 , gj indazol -1-yl ] benzenesulf onamide ; 
4- [1 -phenyl -3- ( dif luoromethyl ) -lH-pyrazol-5- 

yl] benzenesulf onamide; 
15 4 - [ 1 - ( 4 - cli lux opheny 15 - 3 - (dif 1 uo r ome chy 1) -iH-pyidzui- 

5 -yl] benzenesulf onamide ; 
4- [1- (4-f luorophenyl ) -3- (dif luoromethyl ) -lH-pyrazcl- 

5-yl ] benzenesulf onamide; 
4- [1- (4-methoxyphenyl ) -3- ( di f luoromethyl ) -IH-pyrazol- 
20 5-yl) benzenesulfonamide; 

4 - [ 1-pheny 1-3 - ( tri f luoromethyl ) -lH-pyrazol-5- 

yl] benzenesulf onamide ; 
4- [1- ( 4-chlorophenyl ) -3- ( trif luoromethyl ) -lH-pyrazci- 

5-y 1 ] benzenesul f onamide ; 

2 5 4- [ 1- (4-f luorophenyl ) -3- { tri f luoromethyl ) -lH-pyrazcl- 

5 -yl ] benzenesul f onamide ; and 
4- [1- (4-methoxyphenyl} -3- ( trif luoromethyl ) -lH-pyrazol- 
5 -y 1 ] benzenesul f onamide . 

3 0 A family of specific compounds of particular 

interest within Formula II consists cf compounds and 
pharmaceut ically -acceptable salts thereof as follows: 

4 - [ 5 - ( 4 - chlorophenyl ) - 3 - (tri f luoromethyl ' -iK-pyrazoi - 1 - 
3 5 y I] benzenesulf onamide ; 

4 - [ 5 -phenyl- 3 - ( trif luoromethyl ) - iH-pyrazci - 1 - 
yl] benzenesul f onamide ; 
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4- !5- (4-f luorophenyll -3- ( trif luoromethy 1 ) -IH-pyrazci-l- 

yl ] benzenesulf onamide ; 
4 - ; 5 - (4 -methoxyphenyl ) -3 - { crif luoromethy 1 ) -IK-pyrazcl -1 - 
yl] benzenesulf onamide ; 
5 4- [5- ( 4-chlorophenyl ) -3- { dif luoromethy 1 ) - lH-pyrazol -1 - 
yl] benzenesulf onamide ; 
4- [ 5- ( 4-methylphenyl ) -3 - ( trif luoromethy 1 ) -lH-pyrazol- 1 - 

yl ] benzenesulf onamide ; 
4 - [ 4 -chloro-5 - ( 4 -chlcropheny 1 ) -3- ( trif luoromethy 1 ] -1H- 
10 pyrazol-l-yl ] benzenesulf onamide; 

4-[3- (dif luoromethyl) -5- (4-methylphenyl) -lK-pyrazol-1 - 

yl] benzenesulf onamide; 
4- [3 - (dif luoromethyl ) - 5 -phenyl -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
15 4- [3 - (dif luoromethyl) -5- ( 4 -methoxyphenyl ) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 
4- [ 3 -cyano-5 - ( 4 - f luorophenyl ) -lH-pyrazol- 1- 

yl] benzenesulf onamide ; 
4- [3- (dif luoromethyl) -5- ( 3 -f luoro- 4 -methoxyphenyl ) -1K- 
20 pyrazol-1 -yl] benzenesulf onamide; 

4 - ( 5 - (3 -f luoro- 4 -methoxyphenyl ) -3 - ( trif luoromethyl ) -1H- 

pyrazol-l-yl) benzenesulf onamide; 
4- ( 4 -chloro- 5 -phenyl -1H -pyrazol-1 -yl] benzenesul f onamide; 
4- ( 5- (4-chlorophenyl) -3 - ( hydroxymethyi ) -IK-pyrazol -1 - 
25 yl ] benzenesulf onamide ; and 

4 - ; 5 - ( 4- (N , N- dim ethyl ammo ) phenyl ) -3 - ( trif luoromethyl ) - 
IH-pyrazol-l-yi ] benzenesulf onamide . 

The term, "hydrido" denotes a single hydrogen atom 
30 (H) . This hydrido radical may be attached, for example, to 
an oxygen atom to form a hydroxyl radical or two hydrido 
radicals may be attached to a carbon atom to form a 
methylene (-CH2-' radical. Where the term "alky!" is used, 
either alone cr within ether terms such as "haloalkyl" and 
3 5 M alkylsulf onyl " , it embraces linear cr branched radicals 

having one to about twenty carbon atoms or, preferably, one 
tc about twelve carbon atoms. More preferred alkyl 
radicals are -lower alkyl" radicals having one to about ten 
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carbon atoms. Most preferred are lower alkyl radicals 
having one to about six carbcn atoms. Examples cf such 
radicals include methyl, ethyl, n-propyi, isopropyl, n- 
butyl, iscbutyl, sec-butyl, cert-butyl, pentyl, iso-amyl, 
5 hexyl and the like. The term "alkenyl" embraces linear cr 
branched radicals having at least one carbon-carbon double 
bond of two to about twenty carbon atoms or, preferably, 
two to about twelve carbon atoms. More preferred alkyl 
radicals are "lower aikenyl" radicals having two to about 

10 six carbon atoms. Examples of such radicals include 
ethenyl, n-propenyi, butenyl , and the like. The term 
"halo 14 means halogens such as fluorine, chlorine, bromine 
or iodine atoms. The term "haloalky 1 " embraces radicals 
wherein any one or more of the alkyl carbon atoms is 

15 substituted with halo as defined above. Specifically 

embraced are monohaloalkyl , dihaloalkyl and pclyhaloalkyl 
radicals. A monohaloalkyl radical, for one example, may 
have either an iodo, bromo, chloro or fluoro atom within 
the radical. Dihalo and polyhaloalkyl radicals may have two 

20 or more of the same halo atoms or a combination of 

different halo radicals. "Lower haloalkyl" embraces 
radicals having 1-6 carbcn atoms. Examples of haloalkyl 

X 3 JLU^X V>Va<=. i.i.UWi. *| S*.*. -t Uw^. Wine W **Jf f 

trif luoromethyl , chlcromethy i , dichloromethyl , 
25 trichioromethyl , trichloromethyl , pentaf luoroethy 1 , 
heptaf luoropropyl , dif luorochloromethyl , 
dichlcrof luoromethyl , di f luoroethy 1 , dif luoropropyl , 
dichloroethyl and dichloropropy 1 . The term "hydroxy alkyl ■ 
embraces linear or branched alkyl radicals having one to 
30 about ten carbon atoms any one of which may be substituted 
with one cr more hydroxy 1 radicals. More preferred 
hydroxyalkyl radicals are "lower hydroxy a Iky ~ H radicals 
having one to six carbcn atoms and one cr more hydroxy 1 
radicals. Examples of such radicals include hydroxymethyi , 
35 hydroxy ethyl, hydroxypropyl , hydroxy butyl and hydroxyhexy 1 . 
The terms "alkoxy" and " alkoxyalky 1 ■ embrace linear cr 
branched oxy-containing radicals each having alkyl portions 
of one to about ten carbon atoms, such as methoxy radical. 
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More preferred alkoxy radicals are "lower alkoxy" radicals 
having one to six carbon atoms. Examples of such radicals 
include methoxy, ethoxy, propoxy, butoxy and tert-butoxy. 
The term " aikcxyalkyl ■ also embraces alkyl radicals having 
5 two or more alkoxy radicals attached to the alkyl radical, 
that is, to form mono alkoxy alkyl and dialkoxyalkyl 
radicals. More preferred alkoxyalkyl radicals are "lower 
aikcxyalkyl" radicals having one to six carbon atoms and 
one or two alkoxy radicals. Examples of such radicals 

10 include me thoxymethyl , methoxyethyl , ethoxyethyl, 
methoxybutyl and methoxypropy 1 . The -alkoxy" or 
"alkoxyalkyl" radicals may be further substituted with one 
or more halo atoms, such as fluoro, chloro or bromo, to 
provide "haloalkoxy w or "halcalkoxy alky 1 " radicals. 

15 Examples of such radicals include f iuoromethoxy , 

chioromethoxy , trif Iuoromethoxy , t rif luorcethoxy , 
fluoroethoxy and f luoropropoxy . The term •aryl", alone or 
in combination, means a carbocyclic aromatic system 
containing one, two or three rings wherein such rings may 

20 be attached together in a pendent manner or may be fused. 
The term " aryl" embraces aromatic radicals such as phenyl, 
naphthyl, tetrahydronaphthyl , indane and biphenyl. The term 
"heterocyclic" embrace s saturated, partially saturated and 
unsaturated heteroatom-contaming ring-shaped radicals, 

25 where the heteroatoms may be selected from nitrogen, sulfur 
and oxygen. Examples of saturated heterocyclic radicals 
include saturated 3 tc 6-membered hetercmonocy lie group- 
containing 1 to 4 nitrogen atoms [e.g. pyrrolidinyl , 
imidazolidmyl , piperidinc, piperazinyl, etc.]; saturated 3 

30 to 6-membered heteromonocyclic group containing 1 to 2 

cxygen atoms and 1 to 3 nitrogen atoms [e.g. mcrphciinyl , 
etc.:; saturated 3 to 6-membered heteromonocyclic group 
containing 1 to 2 sulfur atoms and 1 to 3 nitrogen atoms 
[e.g., thiazolidmyl , etc.). Examples of partially 

35 saturated heterocyclic radicals include dihydrothiophene , 
dihydropyran, dihycrofuran and dihydrothiazcle . The term 
"heteroary 1 " embraces unsaturated heterocyclic radicals. 
Examples of unsaturated heterocyclic radicals, also termed 
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"hetercaryl" radicals include unsaturated 5 to 6 metered 
heteromonocyclic group containing 1 to 4 nitrogen atoms, 
for example, pyrroiyl, pyrrolinyl, imidazolyl, pyrazolyl, 
2-pyridyl, 3-pyridyl, 4-pyridyl, pyrimidyl, pyrazinyl, 
5 pyndazinyl, triazoiyi [e.g., 4H-1 , 2 , 4 -tr lazoly i , 1H-1,2,3- 
triazolyl, 2H-1 , 2 , 3 -triazoiyi , etc.] tetrazolyl (e.g. 1H- 
tetrazolyl, 2H- tetrazolyl , etc.], etc.; unsaturated 
condensed heterocyclic group containing 1 to 5 nitrogen 
atoms, for example, indolyl, isoindolyl, mdolizinyl, 

10 benzimidazolyl , quinolyl, isoquinolyl, indazolyl, 

benzotriazolyl , tetrazolopyr idaziny 1 [e.g., tetrazoio [1,5- 
b] pyridazinyl , etc.], etc.; unsaturated 3 to 6-membered 
heteromonocyclic group containing an oxygen atom, for 
example, pyranyl, 2-furyl, 3-furyl, etc.; unsaturated 5 to 

15 6-membered heteromonocyclic group containing a sulfur atom, 
for example, 2-thienyl, 3-thienyl, etc.; unsaturated 5- to 
6-membered heteromonocyclic group containing 1 to 2 oxygen 
atoms and 1 to 3 nitrogen atoms, for example, oxazolyl, 
isoxazolyl, oxadiazolyl [e.g., 1 , 2 , 4 -oxadiazoly 1 , 1,3,4- 

20 oxadiazolyl, 1 , 2 , 5 -oxadiazolyl , etc.] etc.; unsaturated 

condensed heterocyclic group containing 1 to 2 oxygen atoms 
and 1 to 3 nitrogen atoms [e.g. benzoxazolyl , 
benzoxadiazolyl , etc.]; unsaturated 5 to 6-membered 
heteromonocyclic group containing 1 to 2 sulfur atoms and 1 

25 to 3 nitrogen atoms, for example, thiazolyl, thiadiazolyl 
[e.g., 1,2,4- thiadiazolyl, 1 , 3 , 4 - thiadiazolyl , 1,2,5- 
-hiadiazolyl , etc.) etc.; unsaturated condensed 
heterocyclic group containing 1 to 2 sulfur atoms and 1 to 
3 nitrogen atoms [e.g., benzothiazo ly 1 , benzothiadiazolyl , 

3C etc.] and the like. The term also embraces radicals where 
heterocyclic radicals are fused with aryi radicals. 
Examples of such fused bicyclic radicals include 
benzofuran, benzothicphene , and the like. Said 
"heterocyclic group" may have 1 to 3 substituents such as 

3 5 lower alkyl, hydroxy, oxo , amine and lower alkylaminc. 
Preferred heterocyclic radicals include five to ten 
membered fused or unfused radicals. More preferred examples 
cf hetercaryi radicals include benzefuryl, 2,3- 
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dihydrobenzof ury 1 , benzcthienyi , indolyl , dihydromdclyl , 
chromanyl , benzopyran, thiochromanyl , benzothiopyran, 
benzodioxolyl , benzodioxany 1 , pyridyl, thienyl, thiazolyl, 
cxazolyl, furyl, and pyrazinyl. The term "sulfonyl" , 
5 whether used alone cr linked to other cerms such as 

alkylsulf onyl , denotes respectively divalent radicals -S0 2 - 

M Alkylsulf onyl" embraces alkyl radicals attached to a 
sulfonyl radical, where alkyl is defined as above. More 
preferred alkylsulf onyl radicals are "lower alkylsulf onyl " 

13 radicals having one to six carbon atoms. Examples of such 
lower alkylsulf onyl radicals include methy lsulf onyl , 
ethylsulf onyl and propylsulf onyl . The term "arylsulf onyl ■ 
embraces aryl radicals as defined above, attached to a 
sulfonyl radical. Examples of such radicals include 

15 phenyisultonyl . The terms "sulfamyl," "aminosulf onyl " and 
"sulfonamidyl , " whether alone or used with terms such as 
"N-alkylaminosul f onyl M , "N-ary lammosul f onyl M , "N,N- 
dialkylaminosulf onyl ■ and 'N-alkyl-N-arylaminosul f ony 1 " , 
denotes a sulfonyl radical substituted with an amine 

20 radical, forming a sulfonamide (-S02NH2)- The terms "N- 

alkylaminosulf onyl " and "N, N-dialky laminosulf onyl " denote 
sulfamyl radicals substituted, respectively, with one alkyl 
radical, or two alkyl radicals. More preferred 
alky laminosulf onyl radicals are "lower alkylaminosulf onyl " 

25 radicals having one to six carbon atoms. Examples of such 
lower alky laminosulf onyl radicals include N- 
methyiaminosulf onyl , N-ethylammosulf onyl and N-methy 1-N- 
ethylamino sulfonyl . The terms "N-ary laminosulf onyl " and 
"N-alkyl-N-ary laminosulf onyl " denote sulfamyl radicals 

30 substituted, respectively, with one aryl radical, or one 
alkyl and one aryl radical. More preferred N-alkyl-N- 
arylaminosulf onyl radicals are "lower N-alkyl-N- 
arylsulf ony 1 " radicals having alkyl radicals cf one to six 
carbon atoms. Examples cf such lower N-aiky i-N-ary 1 

Jb ammosulf onyl radicals include N-methyl-phenylaminosul f ony 1 
and N-ethyl -phenyl amino sulfonyl The terms "carboxy" cr 
" car boxy 1", whether used alone or with ether terms, such as 
"carboxyalkyl *' , denotes -C02H. The terms "alkanoyl" or 
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M ca r boxy alky 1 " embrace radicals having a carbcxy radical a 
defined above, attached to an alkyl radical. The alkanoyl 
radicals may be substituted or unsubstituted, such as 
formyl, acetyl, prcpionyl (propanoyl), butanoyl (butyryl) , 
5 isobutanoyl ( isobutyry 1 ) , valeryl (pentanoyl), isovaleryl, 
pivaloyl, hexanoyl or the like. The tern "carbonyl" , 
whether used alone or with other terms, such as 
"alkylcarbonyl " . denotes -(C=0)-. The term "alkylcarbonyl 
embraces radicals having a carbonyl radical substituted 

10 with an alkyl radical. More preferred alkylcarbonyl 

radicals are "lower alkylcarbonyl - radicals having one to 
six carbon atoms. Examples of such radicals include 
methylcarbonyl and ethyicarbonyl . The term 
"alkylcarbonylalkyl " , denotes an alkyl radical substituted 

15 with an "alkylcarbonyl" radical. The term "alkoxycarbony 1 " 
means a radical containing an alkoxy radical, as defined 
above, attached via an oxygen atom to a carbonyl radical. 
Preferably, "lower alkoxycarbony 1 " embraces alkoxy radical 
having one to six carbon atoms. Examples of such "lower 

2C alkoxycarbony 1 " ester radicals include substituted or 
unsubstituted methoxycarbony 1 , ethoxycarbonyi , 
propcxycarbonyl , but oxy carbonyl and hexyloxycarbcnyl . The 
term " alkoxycarbony lalkyl " embraces radicals having 
" alkoxycarbony 1 " , as defined above substituted to an alkyl 

25 radical. More preferred alkoxycarbony lalkyl radicals are 
"lower alkoxycarbonylalky 1 " having lower alkoxy carbonyl 
radicals as defined above attached to one to six carbon 
atoms. Examples of such lower alkoxycarbony lalkyl radical 
include methoxycarbony lmethyl , tert -butoxycarbonylethyl , 

3 0 and methoxycarbony lethyl . The term "ammocarbonyl " when 
used by itself or with other terms such as 
" aminocarbonylalky 1 " , "N- alkyl amine carbonyl " , "N- 
ary 1 amine car bony 1 ' , " N , N-di alkyl ami nocarbenyl " , "N-alkyl-.\ : 
a ryi amine carbonyl " , "N-aiky 1 -N-hydr oxy aminocar bony 1 " and 

35 " N - a 1 kyl - N - hydroxy ami no ca rbony 1 a 1 '<y 1 " , denotes an amide 
group of the formula -C(=0)NH2. The terms "N- 
aiky laminocarbonyl " and "N, N-dialky laminocarbony 1 " denote 
ammocarbonyl radicals which have been substituted with on 
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alkyl radical and with twc alkyl radicals, respectively. 
More preferred are "lower alky laminocarbony 1 " having lower 
alkyl radicals as described above attached to an 
aminocarbonyl radical. The terms M N-ary laminocarbony 1 ■ and 
5 "N- alkyl -N-ary laminocarbony 1 " denote ammocarbonyl radicals 
substituted, respectively, with cne aryl radical, cr one 
alkyl and one aryl radical. The term " amine car bony la Iky 1 " 
embraces alkyl radicals substituted with aminocarbony 1 
radicals. The term "N-cycloalky laminocarbonyl " denoted 

10 aminocarbony 1 radicals which have been substituted with at 
least one cyclcalkyl radical. More preferred are "lower 
cycloalkylaminocarbonyl" having lower cycioaikyl radicals 
of three to seven carbon atoms, attached to an 
aiuino car bony 1 radical. The term * ami no a 1 ky 1 " embraces 

15 alkyl radicals substituted with amino radicals. The term 
"alkylaminoalkyl " embraces aminoalkyl radicals having the 
nitrogen atom substituted with an alkyl radical. The term 
"amidino" denotes an -C(=:NH)-NH2 radical. The term 
" cyanoamidino" denotes an -C ( =N-CN) -NH2 radical. The term 

20 "heterocyclicalkyl " embraces heterocyclic-substituted alkyl 
radicals. More preferred heterocyclicalkyl radicals are 
"lower heterocyclicalkyl M radicals having one to six carbon 
atoms and a heterocyclic radical. Examples include such 
radicals as pyrrolidmylmethyl , pyr idylmethyl and 

25 thienylmethyl . The term "aralkyl" embraces aryl -subst itutec 
alkyl radicals. Preferable aralkyl radicals are "lower 
aralkyl" radicals having aryl radicals attached to alkyl 
radicals having one to six carbon atoms. Examples of such 
radicals include benzyl, diphenylmethy 1 , triphenylmethy 1 , 

3 0 phenylethyl and dipheny lethy 1 . The aryl in said aralkyl 
may be additionally substituted with halo, alkyl, alkcxy. 
halkoalkyl and haloalkcxy. The terms benzyl and 
phenylmethyl are interchangeable. The term "cycioaikyl" 
embraces radicals having three to ten caroon atoms. Mere 

35 preferred cycioaikyl radicals are -lower cycioaikyl" 

radicals having three to seven carbon atoms. Examples 
include radicals such as cyclopropyl, cyclobutyl, 
cyclcpentyl, cyclohexyl and cycloheptyl. The term 
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" cycloalkenyi " embraces unsaturated cyclic radicals having 
three to ten carbon atoms, such as cyclobutenyl , 
cyclopentenyl , cyclohexenyl and cyclohepteny 1 . The term 
"alkylthio" embraces radicals containing a linear or 
5 branched alkyl radical, ot one to ten carbon atoms, 
attached tc a divalent sulfur atom. An example of 
"alkylthio" is methylthio, (CH3-S-) . The term 
•alkylsulf inyl ■ embraces radicals containing a linear or 
branched alkyl radical, of one tc ten carbon atoms, 

1C attached to a divalent -S(=0>- atom. The term "ami no alky 1 " 
embraces alkyl radicals substituted with amino radicals. 
More preferred aminoalkyl radicals are "lower aminoalkyl" 
having one to six carbon atoms. Examples include 
aminomethyl, ammoethyl and aminobutyl. The term 

15 ■ alkylaminoalky 1 ' embraces aminoalkyl radicals having the 
nitrogen atom substituted with at least one alkyl radical. 
More preferred aikylaminoalky 1 radicals are "lower 
alkylaminoalkyl " having one to six carbon atoms attached to 
a lower aminoalkyl radical as described above. The terms 

20 "N-alkylaminc ' and "N, N-dialkylammo M denote amino groups 

which have been substituted with one alkyl radical and with 
two alkyl radicals, respectively. More preferred 
alkylamino radicals are "lower alky lamino" radicals having 
one or two alkyl radicals of one tc six carbon atoms, 

25 attached to a nitrogen atom. Suitable "alkylaminc" may be 
mcno or dialky 1 ami no such as N-methylamino , N-ethylammo , 
N, N- dimethyl ami no , N, N-diethylamino or the like. The term 
"ary lamino" denotes amino groups which have been 
substituted with one or two aryl radicals, such as N- 

3 0 phenylamino. The "ary lamino" radicals may be further 

substituted on the aryl ring portion of the radical. The 
term - aralky lamino " denotes amino groups which have been 
substituted with one cr two aralkyl radicals, such as N- 
benzyiammo. The " aralky lamino " radicals may be further 

35 substituted on the aryl ring portion of the radical. The 
terms "N-alky 1 -N-ary lamino " and " N- aralky 1 -N- a Iky lamino " 
denote amine groups which have been substituted with one 
aralkyl and one alkyl radical, or one aryl and one alkyl 
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radical, respectively, co an amino group. The terms "N- 
arylaminoalkyl" and "N-aralkylaminoalkyl M denote ammo 
groups which have been substituted with one aryl radical or 
one aralkyl radical, respectively, and having the amino 
5 group attached tc an alkyl radical. More preferred 

arylaminoalkyl radicals are "lower arylaminoalkyl " having 
the arylamino radical attached to one to six carbon atoms. 
Examples of such radicals include N-phenylaminomethyl and 
N-phenyl-N-methylaminomethyl . The terms "N-alkyl-N- 

10 arylaminoalkyl" and "N-aralkyl-N-alkylaminoalky 1 M denote N- 
aikyl-N-arylamino and N-alkyl-N-aralkylamino groups, 
respectively, and having the amino group attached to alkyl 
radicals. The term "acyl H , whether used alone, or within a 
term such as "acylammo", denotes a radical provided by the 

15 residue after removal of hydroxy 1 from an organic acid. The 
term " acylamino M embraces an amino radical substituted with 
an acyl group. An examples of an "acylamino" radical is 
acetylamino or acetamido (CH3C ( =0) -NH- ) where the amine may 
be further substituted with alkyl, aryl or aralkyl. The 

20 term "arylthio" embraces aryl radicals of six to ten carbon 
atoms, attached to a divalent sulfur atom. An example of 
"arylthio" is phenylthio. The term • aralkyl thio M embraces 
aralkyl radicals as described above, attached to a divalent 
sulfur atom. An example of * aralkyl thio " is benzylthio. 

25 The term " aryloxy" embraces aryl radicals, as defined 
above, attached to an oxygen atom. Examples of such 
-adicals include phenoxy . The term "aralkoxy" embraces 
oxy-containing aralkyl radicals attached through an oxygen 
atom to other radicals. More preferred aralkoxy radicals 

20 are "lower aralkoxy" radicals having phenyl radicals 

attached to lower alkoxy radical as described above. The 
term "haloaralkyl " embraces aryl radicals as defined above 
attached to haloalkyi radicals. The term 
" carboxyhaloalky 1 " embraces car boxy alkyl radicals as 

3 5 defined above having halo radicals attached to the alkyl 
portion. The term " alkcxycarbcny lhaloalky 1 " embraces 
alkoxycarbonyl radicals as defined above substituted on a 
haloalkyi radical. The term " amine car bony lhaloalky 1 " 
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embraces aminocarbonyl radicals as defined above 
substituted on a haloalkyl radical. The term 
"alkylaminocarbonylhaloalkyl H embraces a 1 Icy 1 aminocarbonyl 
radicals as defined above substituted on a haloalkyl 
5 radical. The term, "alkoxycarbony lcyanoalkenyl • embraces 
alkoxycarbonyl radicals as defined above, and a cyano 
radical, both substituted on an alkenyl radical. The term 
■ carboxyalky laminocarbony 1 " embraces aminocarbonyl radicals 
substituted with carboxyalkyl radicals, as defined above. 

10 The term " aralkoxycarbonylalkylaminocarbonyl ■ embraces 

aminocarbonyl radicals substituted with aryl -substituted 
alkoxycarbonyl radicals, as defined above. The term 
" cycloalky ialkyl " embraces cycloalkyl radicals having three 
to ten carbon atoms attached to an alkyl radical, as 

15 defined above. More preferred cycloalkylalkyl radicals are 
"lower cycloalkylalkyl' radicals having cycloalkyl radicals 
attached to lower alkyl radicals as defined above. 
Examples include radicals such as cyclopropy lmethyl , 
cyclobutylmethyl , and eye iohexyl ethyl . The term 

20 "aralkenyl ' embraces aryl radicals attached to alkenyl 
radicals having two to ten carbon atoms, such as 
phenylbutenyl , and pheny letheny 1 or styryl. 



The present invention comprises a pharmaceutical 
25 composition for the treatment of inflammation and 

inflammation-associated disorders, such as arthritis, 
comprising a therapeut ically-ef f ective amount of a compound 
of Formula I in association with at least one 
pharmaceut ically-acceptable carrier, adjuvant or diluent. 

30 

The present: invention also comprises a 
therapeutic method of treating inf lamination or 
inflammation-associated disorders m a subject, the method 
comprising administering to a subject having such 
35 inflammation or disorder a therapeutically-eff ective amount 
of a compound of Formula I. 
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Alsc included in the family of compounds of 
Formula I are the pharmaceutically-acceptable salts 
thereof. The term "pharmaceutically-acceptable salts" 
embraces salts commonly used to form alkali metal salts and 
to form addition salts of free acids or free bases. The 
nature of the salt is not critical, provided that it is 
pharmaceutically-acceptable . Suitable pharmaceutically- 
acceptable acid addition salts of compounds of Formula I 
may be prepared from an inorganic acid or from an organic 
acid. Examples of such inorganic acids are hydrochloric, 
hydrobromic, hydroiodic, nitric, carbonic, sulfuric and 
phosphoric acid. Appropriate organic acids may be selected 
from aliphatic, cycloaliphat ic , aromatic, araliphatic, 
heterocyclic, carboxylic and sulfonic classes of organic 
acids, example of which are formic, acetic, propionic, 
succinic, glycolic, gluconic, lactic, malic, tartaric, 
citric, ascorbic, glucuronic, maleic, fumaric, pyruvic, 
aspartic, glutamic, benzoic, anthranilic, mesylic, 
salicyclic, salicyclic , 4 -hydroxybenzoic , pheny lacetic , 
mandelic, embonic (pamoic), methanesulf onic , 
ethanesulf onic, benzenesulf onic , pantothenic, 2- 
hy droxy ethane sulf onic , toluenesulf onic , sulf ani lie, 
cyclohexylaminosulf onic, stearic, algenic, p- 
hydroxybutyric, salicyclic, galactaric and galacturonic 
acid. Suitable pharmaceutically-acceptable base addition 
salts of compounds of Formula I include metallic salts made 
from aluminum, calcium, lithium, magnesium, potassium, 
sodium and zinc or organic salts made from N,N'- 
dibenzylethylenediamine, chloroprocaine, choline, 
diethanolamine, ethylenediamine , meglumine (N- 
methylglucamme) and procaine. All of these salts may be 
prepared by conventional means from the corresponding 
compound of Formula 1 by reacting, for example, the 
appropriate acid or base with the compound of Formula I. 
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GENERAL SYNTHETIC PROCEDURES 

The compounds of the invention can be 
synthesized according to the following procedures of 
5 Schemes I -VIII, wherein the r!-R 7 substituents are as 

defined for Formula I, above, except where further noted. 

SCHEME I 



. M Base, 
R 4 — CCH 3 



-7 8°C 



THF, R 3 X 



o 
I! 

R 4 — CCH 2 R 3 



Base 



acylation R 



4 -R'NHNHt 



Alcohol, A 




Synthetic Scheme I shows the preparation of 
tetrasubstituted pyrazoles from starting material 1. In 

step 1 of synthetic Scheme I, the phenyl -methyl ketone (i: 

15 is treated with a base and an alkylating reagent (R^x, 

where X represents a leaving group such as tosyi) to give 

the substituted ketone (2;. In step 2, the substituted 

ketone (2) is treated with base, such as sodium methoxide, 
and an acylating reagent such as an ester (R 2 C0 2 CH 3 ), or 

20 ester equivalent (R 2 CO-imidazole , to give the intermediate 
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diketone (3) ma procedure similar :o chat developed by 
Reid and Calvin, J, Amer . Chem. Soc . , 72, 2943-2952 
(1950). In step 3, the diketone (3) is reacted with a 
substituted hydrazine in acetic acid or an alcoholic 
solvent to give a mixture of pyrazoles (4) and (5) . 
Separation of the desired pyrazole (4) can be achieved by 
chromatography or recrystallization . 



10 



o 
II 

R 4 — CCK 



SCHEME II 



Base 



R 2 C0 2 CH 3 



R2 



4-R 1 MHNH : 
EtOH, A 




7 8 



Synthetic Scheme II shows the preparation of 
compounds embraced by Formula I, where is a hydrogen 

15 atom. In step 1, ketone (1) is treated with a base, 

preferably NaCMe or KaH, and an ester, or ester equivalent, 
to form the intermediate Gi ketone ( 6 ) which is used without 
further purification. in step 2, diketone (6) in an 
anhydrous protic solvent, such as absolute ethanol or 

23 acetic acid, is treated with the hydrochloride salt or the 
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free base of a substituted hydrazine at reflux for 10 to 24 
hours to afford a mixture of pyrazoles (7) and (8). 
Recrystallization from diethyl ether/hexane or 
chromatography affords (7), usually as a light yellow or 
tan solid. 

Scheme III 




NaOCH;,, M«QH 
R : C0 2 CH 2 CH 3 , ©th«r I!/ 




4-R i NHNH 2 




EtCH, A 




11 12 

10 

Synthetic Scheme III shews the procedure for 
preparation of 4 , 5 -dihydrobenz [ g] indazole compounds 

embraced by Formula I. In step 1, ethyl t r i f lucroacet at e is 
reacted with base, such as 25% sodium methoxide m a prctic 
15 solvent, such as methanol, and a 1-tetralone derivative (9) 
to give the intermediate diketcne (10). In step 2, the 
diketone ;i0) in an anhydrous prctic solvent, such as 
absolute ethanol or acetic acid, is treated with the free 
base or hydrochloride salt of a substituted hydrazine at 
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reflux for 24 hours to afford a mixture of pyrazoles (11) 
and (12). Recrystallizaticn gives the 4,5-dihydro 
benz [ g] mdazolyl-benzenesulf onamide (11) . 

Scheme IV 




Synthetic Scheme IV shows the preparation of 
10 pyrazole compounds (13), where R 3 is chlorine, frnm the 
available pyrazole compounds (7), where R-* is hydrogen. 
Chlorination results from passing a stream of chlorine gas 
at room temperature through a solution containing (7). 

is Scheme V 




2) oxidation 
17 
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Synthetic Scheme V shows the preparation of 
substituted ketones 18 which are not commercially 
available as used in Scheme I. The ketones can be prepared 
by standard Fnedei-Craf t acylation of the starting 
5 substituted benzenes 14 with acid cniorides or anhydrides 
15. Alternatively, the ketones can be prepared from 
phenylcarbcni triles 16 by standard organometaliic 
techniques where M represents metals such as lithium, 
magnesium, and the like. An alternative organometaliic 
10 route is shown from the aldehydes 17 where M represents 

metals such as lithium, magnesium, and the like. Oxidation 
with a suitable oxidizing agent, such as Cr03 , follows to 
produce the ketones. 

is Scheme VI 




21 

Synthetic Scheme VI shows an alternative 
20 regioselective method of constructing the pyrazole 21. 

Commercially available encnes 19 can be epoxidized to give 
epoxyketones 20, which are treated with 4- 
sulf onamidophenylhydrazine hydrochloride to provide the 
pyrazole 21. 



25 
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Scheme VII 




22 

23 

5 Synthetic Scheme vii shows the preparation of 

pyrazoles 23 (where R 4 is 3 -amino-4 -substituted phenyl) 
from starting material 22. Appropriate 5 -( 4 -substituted 
aryl ) pyrazoles can be nitrated next to tne R-group under 
standard nitration conditions and the nitro group reduced 
10 to the amino group, preferably with hydrazine and Pd/C. 
The amino compounds can be further manipulated by 
alkylation of the amino group. 



Scheme VIII 




26 
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Synthetic Scheme VIII shows the preparation of 
pyrazoles 26 from esters 24. Reduction of the ester 24 to 
the alcohol, preferably with lithium aluminum hydride (LAH) 
followed by oxidation, preferably with MnC2 , gives the 
5 aldehyde 25. Various nu c 1 e oph lies (such as hydroxamates 
and 1, 3-dicarbonyl compounds) can be condensed with the 
aldehyde to give the desired oximes or olefins 26. 



The following examples contain detailed 
10 descriptions of the methods of preparation of compounds of 
Formulas I-II. These detailed descriptions fall within the 
scope, and serve to exemplify, the above described General 
Synthetic Procedures which form part of the invention. 
These detailed descriptions are presented for illustrative 
15 purposes only and are noc intended as a restriction on the 
scope of the invention. All parts are by weight and 
temperatures are in Degrees centigrade unless otherwise 
indicated. HRMS is an abbreviation for High resolution mass 
spectrometry. In the following tables, "ND" represents "net 
20 determined" . 
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Example 1 




CI 



5 



4 - [5- ( 4 -Chlorophenyl ) -3- ( t ri f luoromethyl ) - 
lH-pyrazol- 1-yl ] benzenesulf onamide 



Preparation ol 4 , 4 , 4-Lrif luoro-l- f4- 

tchloroi phenyl 1 -butane-i . 3 -dione . 



10 



Ethyl trif luoroacetate (23.52 g, 166 mmol) was 



placed in a 500 mL three-necked round bottom flask, and 
dissolved in methyl tert-butyl ether (75 mL) . To the 
stirred solution was added 25% sodium methoxide (40 mL, 177 

15 mmol) via an addition funnel over a 2 minute period. Next 
4 ' -chloroacetophenone (23.21 g, 150 mmol) was dissolved in 
methyl tert -butyl ether (20 mL) , and added to the reaction 
dropwise over 5 minutes. After stirring overnight (15.75 
hours), 3N HC1 (70 mL) was added. The organic layer was 

20 collected, washed with brine (75 mL) , dried over MgS04 / 
filtered, and concentrated in vacuo to give a 35.09 g of 
yellow-orange solid. The solid was recrystallized from 
iso-octane to give 31.96 g (85%) of the dione: mp 66-67°c. 

2 5 Step 2: Preparation cf 4- I 5 - [ 4 -chlorophenvl 1 -3 - 
(trif luoror.ethvl) -lK-Pvrazol-1 - 
yJJ benzenesulf onamide . 

4-Sulphcnamidophenyihydrazine hydrochloride i9B2 
3C mg, 4.4 mmol 1.1 equivalent) was added to a stirred 

solution of 4,4, 4-trif luoro- 1- [ 4 - ( chloro ) phenyl ] -butane- 
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1,3-dione from Seep 1 (1.00 g, 4.0 mmol) in ethanol (50 
mL) . The reaction was heated tc reflux and stirred for 20 
hours. (HPLC area percent showed a 96:3 ratio of 4- [5- (4- 
chlorophenyl ) -3 - ( trif luoromethyl ) -lH-pyrazol-1- 
5 yll benzenesulf onamide to its regioisomer (4- [3- (4- 
chlorophenyl) -5- (trif luoromethyl ) -lK-pyrazol- 1- 
yl ] benzenesulf onamide) . After cooling to room temperature, 
the reaction mixture was concentrated in vacuo. The 
residue was taken up in ethyl acetate, washed with water 

10 and with brine, dried over MgS04 , filtered, and 

concentrated in vacuo to give a light brown solid which was 
recrystallized from ethyl acetate and iso-octane to give 
the pyrazole (1.28 g, 80%, mp 143-145°C) . HPLC showed that 
the purified material was a 99.5:0.5 mixture of 4-[5-(4- 

15 chlorophenyl) -3~ (trif luoromethyl } - 1 K— py razel - ! - 

yl] benzenesulf onamide to its regioisomer. 1h NMR 



(CDCI3/CD3OD 10/1) d 5.2 (s, 2K) , 6.8 Is, 1H) , 7.16 (d, j 
= 8.5 Hz, 2H>, 7.35 (d, j = 8.5 Hz, 2H) , 7.44 (d, j = 8.66, 
2H) , 7.91 (d, j = 8.66, 2H>; 13c NMR (CDCI3/CD3OD 10/1) d 
20 106.42 (d, j = 0.03 Hz), 121.0 (q, j = 276 Hz), 125.5, 

126.9, 127.3, 129.2, 130.1, 135.7, 141.5, 143.0, 143.9 (q, 
j = 37 Hz), 144.0; 1*F NMR (CDCI3 / CD3OD 10/1) d -62.9. EI 
GC-MS M+ = 401. 

25 Example 2 



0.0 




30 



4 - [5- ( 4 -Me thy 1 phenyl ) -3- (trif luoromethyl ) - 
lH-pyrazol -1-yl] benzenesul f onamide 
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S-ec 1; Preparation of 1- (4-methv lphenv^ -4 . 4 . 4- 

trifluorobucane-li 



4 ' -Methyiacetophenone (5.26 g ( 3 9.2 mmol ) was 
5 dissolved in 25 mL of methanol under argon and 12 mL (52.5 
mmol) sodium methoxide in methanol (25%) was added. The 
mixture was stirred for 5 minutes and 5 . 5 mL (46.2 mmol) 
ethyl trif luoroacetate was added. After refluxing for 24 
hours, the mixture was cooled to room temperature and 
10 concentrated. 100 mL 10% HCl was added and the mixture 

extracted with 4 X 75 mL ethyl acetate. The extracts were 
dried over MgS04, filtered and concentrated to afford 8.47 
g {94%} of a brown oil which was carried on without 
further purification. 

15 

Step 2; Preparation of 4- f 5- ( 4-m ethvlphenvl 1 - 

ftrif luoromethvl) - lH-ovrazol- 1 - 

Yllbenzenesulfgnamide 



20 To the dione from Step 1 {4.14 g, 18.0 mmol: in 

7 5 mL absolute ethanol was added 4.2 6 g (19.0 mmol) 4- 
sulphonamidophenylhydrazine hydrochloride. The reaction 
was refluxed under argon for 24 hours. After cooling to 
room temperature and filtering, the reaction mixture was 

25 concentrated to afford 6.13 g of an orange solid. The 

solid was recrystallized from methylene chlcride/hexane to 
give 3.11 g (8.2 mmol, 46%) of the product as a pale yello 
solid: mp 157-159 'C; Anal, calc'd for C17H14N3O2SF3 : C, 
53.54; H, 3.70; N, 11.02. Found: C, 53.17; H, 3.81; N, 

30 10.90. 



WO 95/15316 



74 



PCT/US94/12720 



Example 3 



ci 




5 4-[5-(3,5-Dichloro-4 -ma t hoxy phenyl ) - 3 - 

(trif luoromethyl ) - lH-pyrazol - 1 - 
yl ] benzene sulfonamide 

Step 1: Preparation of 3 , 5-dichloro-4 - 
10 metho xva ce : ophenone 

To a cooled solution (O'C) of 7.44 g (55.8 mmol) 
AICI3 in 25 mL of CH2CI2 under argon was added 2.5 mL of 
acetic anhydride dropwise. After stirring for 0.5 hours, 

15 4.18 g (23.6 mmol) of 2 , 6-dichloroanisole was added 

dropwise. The reaction was stirred at O'C for 1 hour, 
warmed to room temperature and stirred for 12 hours. The 
reaction was poured into 6 mL cone, hydrochloric acid/80 mL 
ice water. The aqueous phase was extracted with ethyl 

20 acetate (3 X 75 mL) . The combined organic washes were 
dried over MgS04, filtered, and stripped to afford the 
crude product as a yellow oil. NMR analysis showed that 
acylation only occured para to the methoxy. The crude oil 
was used without any further purification. 

25 

Steps 2 and 3 ; Preparation of 4 - r 5 - ( 3 , 5 -dichlcro-4 - 

methoxvphe nyl) -3- ( tr 1 f luoromethvl ; -iH-pvrazol- 
1 -vllbenzenesulfonanide 



WO 95/15316 



75 



PCT/US94/12720 



The title compound was prepared in the same 
manner as Example 2, Steps 1 and 2 and was purified on a 
prep plate eluting with 10:1 hexane/ethyl acetate to afford 
a yellow solid: Anal, calc'd for C17H12N3O3SF3CI2 »H20: C, 
5 42.16; H, 2.91; N, 8.68. Found: C, 42.03; H, 2.54; N, 
8. 45 . 



Example 4 



H 2 NS0 2 




CF 3 



4 - [ 5- ( 3 -Ethyl -4 -me thoxyphenyl ) - 3 - ( t rif luoromethyl ) - 
IH-pyrazol-l-yl] benz exiesul f onamide 

15 Step 1: Preparation of 3 -ethyl -4 -methoxyacetophenone 

AICI3 (4.9 g, 3 6.8 mmol) was added to a solution 
of 2-ethylanisole (2.5 g, 18.4 mmol) in methylene chloride 
(50 mL) . Acetyl chloride (1.3 mL, 18.4 mmol) was added 

20 drcpwise to the reaction mixture, which was then stirred at 
reflux for 0.5 hours. After cooling to room temperature, 
the reaction was poured over crushed ice and followed up 
with a methylene chloride/water extraction. The organic 
layer was dried over magnesium, sulfate, filtered and 

25 concentrated. The crude product was chromatographed on a 
4000 micron chromatctron plate with 10% ethyl acetate/90% 
hexane as eluant to afford 2.3 g of desired material. 
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fir. ens 2 and 3 : Preparation of 4- [ 5- ( 3 -ethvl-4- 

methoxvphenvl) -3- (trif luoromethvl) -1H- 

pyrazgl-l-v]-1benzenes^:£cnamide 

5 The title compound was prepared using the 

procedure described in Example 2, Steps 1 and 2: Anal, 
calcd for Ci9H 18 N 3 0 3 SF3 : C, 53.64; H, 4.26; N, 9.88. 

Found: C ( 53.69; H, 4.36; N, 9.88. 

io Example 5 



MeS, 






cf 3 



H2NSO2' 



4 - [5 - ( 3 -Methyl -4 -methyl thiophenyl ) - 3 - 
15 ( t r i f luorome thy 1 ) -lH-pyrazol-1- 

yl ] benzentsul f onamida 

£L£B 1; Preparation of 2-methvlthi oanisole 

2° Methyl iodide (0.5 mL, 8.1 mmol) and potassium 

carbonate (1.1 g, 8.1 mmol) were added to a solution of o- 
thiocresol (1.0 g, 8.1 mmol) in 10 mL of DMF . The reaction 
was stirred at 50 "C for 4 hours and poured into hexane and 
water. The organic layer was separated, dried over 

25 magnesium sulfate and concentrated to afford 1.1 g of 
desired material. 

SUSPS - - and 4; Preparation of 4- ! b- [ 3-methvl-4- 

methvlthiophenvl) -3- ( tri f l uorome thy 1 ) -1H- 
3 0 pvrazcl-l-vllbenzenesulf onamide 
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The title compound was prepared using the 
procedures found in Example 4, Steps 1, 2 and 3: Anal, 
calcd. for C 18 H 16 N 3 02S2F3 : C, 50.58; H, 3.77; N, 9.83. 
5 Found: C , 50.84; H, 3.62; N, 9.62. 

Example 6 




10 

4 - [5- (3- (3-Propenyl) - 4 -me thoxyphenyl ) -3- 
( trif luoromethyl ) -lH-pyrazol -1- 
yl ] benzene sulfonamide 



15 Step 1; Preparation of 3 - al Ivl - 4 -methoxvac^tQuhHnnnP 



Potassium hydroxide (3.2 g, 56.8 mmol) was added 
to a solution of 3-allyl-4-hydroxyacetophenone (10 g, 56.8) 
in 125 mL THF. Dimethyl sulfate (excess) was added and the 

20 reaction was stirred at 50 *C for 16 hours. The reaction 
was cooled, concentrated and poured into EtOAc and water. 
The organic layer was separated and washed with dilute 
scdium hydroxide to get rid of unreacted starting material. 
The ethyl acetate layer was dried and concentrated to 

25 afford 9.2 g of 3 -allyl-4-methcxy acetophenone. 

StSPS 2 and 3; Preparation of 4- f 5 - ( 3 - ( 3 -n rooenvl ) -4 - 

methoxvphenvl) -3- (trif luorome thvl) -lH-uvrazol- 
1-vl 1 benzenesulf onamide 
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The title compound was prepared using the 
procedures described in Example 2, Steps 1 and 2: Anal, 
caic'd for C2Q H 1S W 3 F 3 C 3 S : C, 54.92; H, 4.15; N. 9.61. 
5 Found: C, 54.70; H, 4.12; N, 9.43. 

Example 7 




10 

4 - [ 5 - ( 3 - Propyl - 4 -me thoxyphenyl ) - 3 - 
( trif luoromethyl ) -lH-pyrazol-1- 
y 1 ] benzene sulfonamide 

15 St en 1: Preparation of 3 -n-prorjvl-4-methcxvacetophenone 

To a solution of the product in Example 6, Step 
1 (3 g, 17.0 mmol) in 50 mL of ethanol was added a 
catalytic amount of 4% Pd/C. The reaction mixture was 
20 stirred in a Parr shaker at room temperature at 5 psi 
hydrogen for 0.5 hours. The reaction was filtered and 
concentrated to afford 4 g of pure 3 -propyl- 4 -methoxy 
acetophenone . 



2 5 S-ecs 2 a nd 3: Preparation cf 4- f 5 - j 2 -n-propyl - 4 - 

methcxvphenvl) -3- ( tr if luor smethvl ) -IH-uvidZu:- 
] -vllbenzenesulfonamide 
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The title compound was prepared using the 
procedures described in Example 2, Steps 1 and 2: Anal, 
calcd. for C2DH20^3 F 3°3 S: c < 54.66; H, 4.59; N, 9.56. 
Found: C, 54.84; H, 4.65; N, 9.52. 
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5 4 - [ 5 - ( 3 -Cyclopropylmethyl - 4 -me thoxypheny 1 ) - 3 - 

(trif luoromethyl) -lH-pyrazol-l- 
yl ] benzene sulfonamide 

step 1: Pre paration of 3 -cvcloproDvlmethvl-4- 
10 methoxvacetQPhenone 



To a solution of the product in Example 6, Step 
1 (3 g, 17.0 mmol) and catalytic Pd(OAc)2 in 20 mL Et20 was 
added ethereal diazomethane until starting material was 
15 consumed. The reaction was filtered, concentrated and 

chromatographed on a 4000 micron chromatotron plate (20% 
EA/8C% hexane as eluant) to afford 2.5 g of desired ketone. 

Steps 2 and 3: Prepar ation of 4 - [ 5 - ( 3 -cvclocropvlmechvl - 
20 4-methoxvphenvl) -3- ( tr if luoromethyl j -1H- 

nvrazQl-l- vllbenzenesulfonamide 



The title compound was prepared using the 
procedures described in Example 2, Seeps 1 and 2: Anal. 
25 ca^e'd. for C21H20N3F3SO3 : C, 55.3^; H, 4.4" 7 ; h\ 9.31. 

Found: C, 55.85; H, 4.27; N, 9.30. 
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Example 9 




N0 2 



CF 3 



H 2 NS0 2 



5 4- [4-Methyl-3-nitrophenyl) -3 - ( tr if luoromethyl - 1H - 



To a solution of the product of Example 2 (500 

mg, 1.31 mmol) in 5mL of sulfuric acid was added nitric 

10 acid (0.6 mL, 1.31 mmol) and the reaction was stirred at 

room temperature for 0.5 hours. The mixture was poured 

over ice, the solid precipitate was filtered and 

chromatographed on a 4000 micron plate (20% EtOAc/80% 

hexane as eluant) to afford 410 mg of desired material: 
15 Anal, calc'd for C 17 H 13 N 4 0 4 SF 3 : C, 47.89; H, 3.07; N, 

13.14. Found: C, 47.86; K, 2.31; N, 13.15. 



pyrazol-l-yl ] bsnzenesulfonamide 



Example 10 




NH 2 



4 - [ 5 - ( 3 -Amino -4 -me thy 1 phenyl ) - 3 - ( tr i f luoromethyl ) - 
1H -pyrazol-l-yl ] benz ene su 1 f on amide 
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A catalytic amount of 10% Pd/C was added to a 
solution of hydrazine hydrate (0.022 mL, 0.7 mmol) in 10 mL 
of ethanol. The reaction mixture was refiuxed for 15 
5 minutes before the addition of the compound from Example 9 
{100 mg, 0.23 mmol), and the resulting reaction mixture was 
refiuxed for another 2 hours. The reaction was cooled, 
filtered through celite and concentrated to afford 100 mg 
of title compound: Anal, calc'd for Ci7Hi5N402SF3 • 0 . 5 CO 2 • 
1C C, 50.24; H, 3.61; N, 13.39. Found: C, 50.49; H, 3.44; N, 
13 .37 . 

Example 11 



wnr.w. 

. - c 




4 - [5 - ( 4 -Hydroxymethyi phenyl ) - 3 - ( t r if luoromethy 1 ) - 
lH-pyrazol-l-yl ] benzene sul f onamide 

20 Steo 1: Preparation of 4 - [ 5 - ( 4 -brcmomethvlphenvl 1 -3 - 
(r.rif luoromethvl) -IH-Pvrazol-I- 
vT 1 benzenesulf onamide 

The product from Example 2 (1.13 g, 3.0 mmol) 
25 and N-bromosuccinimide (NBS, C . 64 g, 3.6 mmol) were 

dissolved in 40 mL of benzene and irradiated with a UV larr.p 
for 3 hours. The reaction was coded to room temperature 
and poured into 50 mL of H2C. The organic phase was 
separated, washed with brine and dried over MgS04 . The 
30 crude pyrazole was obtained as an amber oil. The oil was 
purified via radical band chromatography elutmg with 30% 
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ethyl acetate/70% hexane to afford the 4-brcmcmethyl 
compound as a yellow oil which crystallized upon standing. 

Step 2: Preparation of 4- f 5- ( 4 -hvdroxvmethvT nbpnvl ; - 

5 (trifluQcomettivl} -IK-pyrazQl-l- 

yllbenzenesultonamide 

The bromo methyl compound from Step 1 was 
dissolved in 30 mL of acetone/4 mL of H2O and refluxed for 

10 120 hours. The reaction was concentrated and the residue 
dissolved in 50 mL of ethyl acetate and dried over MgS04 . 
The crude product was obtained as an amber oil. The oil 
was purified via radial band chromatography eluting with 
30% ethyl acetate/70% hexane to afford the title compound 

15 as a yellow solid: Anal, calc'd for C17H14N3O3SF3 : C, 
51.38; H, 3.55; N, 10.57. Found: C, 51.28; H, 3.59; N, 
10.31. 

Example 12 




4 - [ 1 - ( 4 - ( Aminoeulf onyl ) phenyl ) -3- ( trif luoromethyl ) - 
lH-pyrazol-5-yl]benzoic acid 

25 

To the product from Example 11 m 2 mL of 
acetone was added 1.33 M Jones reagent until an orange 
color persisted. The reaction was poured into 20 mL of 
ethyl acetate and 20 mL of H2O and the organic layer 
30 separated, washed with saturated sodium bisulfite and dried 
over MgS04 . The crude product was filtered through silica 
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gel/Celite to afford the title compound as a yellow solid: 
HRMS m/z 411.0507 (calc'd for C17H12N3O4SF3 , 411.0500). 

The following compounds in Table I were prepared 
5 according to procedures Similar to that exemplified in 
Examples 1-12, with the substitution of the appropriate 
acetophenone . 
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Example 55 




HQ 



'CF 3 



H 2 NS0 2 ' 



5 



4 - [ 5 - ( 4 -Hydroxy -3 -methyl phenyl ) - 3 - 
(trif luoromethyl) - lH-pyrazol - 1 - 
y 1 ] benzene su 1 f onamide 



To a solution of the product of Example 41 (240 



10 mg, 0.58 ramol) in DMF (3 mL) was added NaSMe (205 mg, 2.9 
mmol) and the mixture heated to reflux for 2 hours. The 
mixture was cooled, poured into 0 . IN HC1 and extracted with 
EtOAc (3x) . The combined extracts were dried over MgS04 
and concentrated. Flash chromatography using 1:1 

15 hexane/ethyi acetate provided 31 mg of the title compound: 
Anal, calc'd for C17H14N3O3SF3 • 0 . 25 H2O: C. 50.83: H . 
3.64; N, 10.45. Found: C, 50.71; H, 3.47; N, 10.39. 



4- [5- (4- ( N -Methyl amino ) phenyl ) -3- ( t r i f luoromethyl ) - 



Example 56 



2C 




MeNH 



1H -pyrazol - 1-yl] benzenesulf onamide 
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To a solution of the product from Example 53 
(431 mg, 1.0 mnol! in 1C ml methanol was added 36 mg (C.17 
mmol) ruthenium (III) chloride hydrate, followed by 1.5 mL 
30% hydrogen peroxide (14.7 mmol) over 2 hours. The 
reaction was quenched with 25 mL of LM KOH in methanol and 
concentrated to give 1.24 g cf a brewn solid. The solid 
was purified on a prep plate eluting with 2/97/1 
methanol /methylene chloride/ ammonium chloride to give 52 mg 
(3.14 mmol, 12%) of the product as a yellow solid. 

Example 57 




N- [ 4 - [ 1 - [ 4 - ( Aminos ul f onyl ) phenyl ] - 3 - 
( trif luoromethyl ) - lH-pyrazoi - 5 -yl 3 phenyl ] -ti- 
me thy lac «t amide 

20 19 mg (0.051 mmol) of the product from Example 

5 5 was treated with 0.03 mL acetic anhydride (0.32 mmol) 
and 0.C3 mL trie thy lamme (0.22 mmo 1 ' in 3 mL methylene 
chloride at room temperrature for 12 hours. The reaction 
mixtured was concentrated and the residue dissolved in 10 

25 mL ethyl acetate. After washing with brine (2 x 1C mL) , 
the solution was dried over MCSO4 , filtered and 
concentrated to afford the title compound -13.4 mg, "4%' as 
5 yel"?w ^ol:d: HRMS m'e 43 3.C376 calc'd tzr 
C19H17M4O3SF3 ( 439.0974) . 



3D 
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Example 5 8 




CI 



CFjH 



5 



4- [5- (4-Chlorophenyl ) -3- ( d i f luoromet hy 1 ) - 
lH-pyrazol- 1-yl] be nzenesulfon amide 



Step 1; 



Preparation of 4, 4-dif lucr-o-1- f 4- 



( rh 1 r\T\ ) nhenv 1 1 -'hi ^ f- ^ n <=> - 1 7 - H i on o 



10 



Ethyl dif luoroacetate (24.82 g, 200 mmol) was 



placed in a 500 mL three-necked round bottom flask, and 
dissolved in diethyl echer (200 mL) . To the stirred 
solution was added 25% sodium methoxide in methanol (48 mL, 

15 210 mmol) via an addition funnel over a 2 minute period. 
Next, 4 ' -chloroacetophenone (25.94 g, 200 mmol) was 
dissolved in diethyl ether (50 mL) , and added to the 
reaction dropwise over 5 minutes. After stirring overnight 
(18 hours) , IN HCl (250 mL) and ether (250 mL) were added. 

20 The organic layer was collected, washed with brine (250 

mL) , dried over MgS04 , filtered, and concentrated in vacuo 
to give 46.3 g of a yellow solid. The solid was 
recrystailized from methylene chloride and iso-octane to 
give 31.96 g (69%) of the dione: mp 65-66. 5°C. 

25 

Step 2 ; Preparation of 4 - f 5- f 4-ch lorcphenvl ' -1 - 



(dif luoromethvl ) - iK-pvraz ol - 1 - 
yl i cenzenesulf anamjde 



30 



4 -Sulphonamidophenylhydrazine hydrochloride 
(1.45 g, 6.5 mmol 1.3 equivalent) and 4 , 4 -dif luorc-1- [ 4 - 
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( chlcro > phenyl ] butane- 1 , 3 -cione f rem Step 1 (1.16 g, 5 
mr.oli were dissolved ir. ethanol (10 nvL) . The reaction was 
heated to reflux and stirred for 20 hours. After cooling 
to room temperature, the reaction mixture was concentrated 
5 in vacuo. The residue was taken up in ethyl acetate (ICO 
mL) , washed with water HOC mL) and with brine (100 mL) , 
dried over KgSO^ < filtered, and concentrated in vacuo to 
give 1.9 7 g of a light brown solid which was recrystallizec 
from ethanol and water to give 4 - [ 5 - ( 4 - chloropheny 1 ) - 3 - 
ID ( dif luoro methyl j - i^'-cyrazol - 1 -yl ] benzenesul f onamide (1.6 g, 
63%) ; mp 135-1S6 = C. 

Example 5 9 




4 - [5- ( 3 -Fluoro- 4 -me t ho xy phenyl ) -3- ( di f luoromethy 1 ) - 
lH-pyrazol -1 -yl ] benzene su If onamide 

20 S£ss 1; Preparation 3 : -£luQrg-4 : -m-frQw- 

acetophenone . 

Aluminum, chloride (80.0 g, 0.6 mol) and 
chloroform (75C mL) were placed in a 2 L three-necked round 

25 bottom flask fitted with a mechanical stirrer and cooled by 
means of an ice bath. To the stirred solution acetyl 
chloride (51.0 g , C.55 mcl; was added dropwise, maintaining 
tne temperature between 5 - 13°C . The mixture was stirred for 
10 minutes at S°Z before the dropwise addition at 5-10°C of 

3 0 2 - f luoroanisole ;S2.6 g, 0.5 mcl). The mixture was stirred 
at 0-10°C for 1 hour and poured into ice (1 L » . The 
resultant layers were separated and the aqueous layer was 
extracted with dichlorome thane [2x253 mL) . The combined 
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organic layers were washed with water (2x153 mL) , dried 
over anhydrous MgSO^ filtered and concentrated in vacuo to 
a volume of 303 mL . Hexanes were added and a white solid 
formed which was isolated by filtration and air dried. This 
5 material was recrystailized from a mixture ot 

dichlcromethane and hexanes to afford (77.2 g, 92%; of 
material suitable for use in the next step: mp 92-94°C; *H 
NMK (DMSO-d 6 ) 7.8 (m, 2H), 7.3 (t, 1H1 , 3.9 (s, 3H) , 2.5 
<S, 3K) . 

13 

Step 2: Preparation of 4 , 4 -di f lucro - 1 - ; 3 - f luoro- 4 - 
methoxvphenvl) -butane-1, 3-dicne. 



Ethyl dif luoroacetate (4.06 g, 32.7 mmol) was 
15 placed in a 250 mL Erlenmeyer flask, and dissolved in 

methyl tert-butyl ether (50 mL) . To the stirred solution 
was added 25% sodium methoxide (7.07 g, 32.7 mmcl) followed 
by 3 ' -f luoro-4 ' -methoxyacetophenone from Step 1 (5.0 g, 
29.7 mmol). After stirring for 16 hours, IN HCl (50 mL) was 
20 added. The organic layer was collected, washed with water 
(2x50 mL) , dried over anhydrous MgSO*, filtered, and added 
to hexanes to precipitate a tan solid (7.0 g, 96%): mp 70- 
72°C; lH NMR (DMSO-d 6 ) 3.0 (m, 3H) , 7.3 (t, 1H) , 6.9 (s, 
1h: , 6.5 (t, 1H) , 3.9 (s, 3H) . 

25 

Stes 2 ; Preparation of 4- f 5- (3-f luoro-4- 

methoxvphenvl ) -3- ( di f luorcmethyl 1 -lH-cvrazcl- 
1 -vl 1 benz enesulf onamide . 



3 0 4 , 4 -Dif luoro- 1- ( 3 - f luoro- 4 -methoxypheny 1 ) - 

butane- 1 , 3 -d ion e from Step 2 (7.C g, 28.4 mmol) was 
dissolved in ethanol (150 mL) . Tc the stirred mixture was 
added 4 -sulphonamidopheny Ihydrazine hydrochloride (7.4 g, 
3 3 mmol) and stirred at reflux overnight '16 hours) . The 

2 5 mixture was cooled and water was added until crystals 

slowly appeared. The product was isolated by filtration 
and air dried tc provide the desired product as a light tar. 
solid (9.8 g, 87%): mp 159-151°C; l H NMK (DMSO-de) 7.35 
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(d, 2H; , 7.5 |^ 6H) , 7.3-6.9 Im, 5K) , 3.S is 3Hi . Anal. 
Calo'd for C17K14N3SO3F3: C, 51.33; H, 3.55; N, 10.57. 
Found: C, 51.45; H, 3.52; N, 10.62. 

5 Example 60 




4- [3-Dif luoromethyl-5- ( 4 -me thoxypheny 1 ) - 1 - H - 
0 pyra zo 1-1-yl) benzeneoul f onamide 

Step 1. Preparation cf 4 , 4 , 4-trif lu oro^ethvl - 1 - f 4- 

me t hoxxsh er.Y LLhm ane -1,3-dione. 

5 To a stirred solution of 4-methoxyacetophenone 

(11.43 g, 76.11 rr-T.ol; and ethyl dif luoroacetate (3.4 mL, 
10.4 g, 83,72 mmcl) in diethyl ether (300 mL) m a 500 mL 
round bottomed flask was added sodium methoxide in methanol 
(13.2 mL of a 25% solution, 79.91 roraol) . The solution 

3 became a dark lavender color within thirty minutes, and 

then a gray suspension within 1.5 hours. The reaction was 
stirred for 60 hours. Diethyl ether (3 00 mL) was added and 
the mixture was acidified (pH 2) with IN HCi. The mixture 
was transferred to a separator/ funnel, mixed and 

c separated. The ethereal phase was washed with water, dried 
over magnesium sulfate, and filtered. Kexane was added 
causing precipitation cf an orange solid 5.25 g of 4,4,4- 
trif iuoromethyl-I- ( 4 -me thoxypheny 1 ) butane- 1 , 3 -cione . An 
additional 3.43 g of product was obtained by 

0 recry stall izaticn cf the concentrated mother liquor from 
hexane: *H NMR (COCI3 ) 400 mHz 15.53 (br s, 1 HI, 7.94 (d, 
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J = 8.8^ hz, 2HJ , 6.98 (d, J = 8.87 Hz, 2H) , 6.49 is, Iri) ( 
6.0C (t, J = 54.55 Hz, 1 KJ , 3.89 (s, 3H) . 



S:eg 2. Preparation of 4- [ 5- ( 4 -methoxyphe nv It -1 - 

dif iuoromethvi-I-H-ovrazoi- 1- 

Yllben?enesulfcnanude . 



A mixture of 4 , 4 , 4-trif iuoromethy 1-1- [ 4 - 
methoxyphenyl ) butane-1 , 3 -dior.e from Step 1 (2.0C6 g, 8.79 

1C mmol) and 4 -sulf onamidopheny lhydrazine hydrochloride salt 
(2.065 g, 9.23 mmol) dissolved in ethanoi (25 mL) was 
heated to reflux for 16 hours. The reaction was cooled to 
room temperature, was concentrated and recrystallized from 
methajicl yielding 4 -[ 5 -( 4 -methoxyphenyl )- 3 -dif Iuoromethy 1 - 

15 1 -H-pyrazoi -1-yl ] benzenesulf onamide as fluffy tan crystals 
(1.49 g, 45%): mp 133-135°C; X H NMR (CDCl 3 ) 300 mHz 7.90 
(d, J = 8.863 Hz 2H^ , 7.45 (d, J = 8.863 Hz, 2H) , 7.14 (d, 
J = 3.863 Hz, 2K), 6.88 (d, J = 8.863 Hz, 2H) , 6.77 (t, J = 
56.47 Hz, 1H) , 6.68 (s, 1 H) , 4.96(br s, 2 H) , 3.83(s, 3 

20 H) ; 19 NMR {CDCI3 ) 300 mHz -112.70 (d, J = 57.9 Hz). High 
resolution mass spectrum Calc'd for Ci?HisF2N3C3S : 
379.0802. Found: 379.0839. Elemental analysis calc'd fcr 
C1TH15F2N3O3S: C. 53.82; H, 3.99; N .. 11.08. Found: C, 
53.75; H, 3.99; N, 11.04. 

25 

The following compounds in Table II were obtained 
according to procedures similar to that exemplified in 
Examples 58-60, with the substitution of the appropriate 
acetophenone . 
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Example 8 2 




5 4-[5-<l,3-Benzodioxol-5-yl)-3- (dif luoromethyl ) - 1H- 
pyrazol-l-yl]benz en esulfon amide 



10 



flif luoraautane-l , 3-dione . 

Ethyl dif luoroacetate (1.72 g, 11 mmol) was 
dissolved in ether (25 mL) . To the stirred solution was 
added 25% sodium methcxide (2.38 g, 11 mmol: followed by 
3 ' , 4 ' - (methylenedicxy } acetophenone (1.64 g, 10 mmol). 
After stirring 16 hours, IN KC1 (25 mL) was added. The 
organic layer was collected and washed with water (2x2 5 
mL) , dried over magnesium sulfate, filtered, and 
concentrated. The resulting crude dione was used in the 
next step without further purification or characterization 

Step 2. Preparation of 5 - (1 , 3 -benzodioxol -5 -vl ) -4 - [ 3 - 
■ di f luoromethyl ) -lH-pyrazol -1 - 
Y l 1hpn?.pnesulfonamide. 



25 1 - (1,3 - Ben zed loxo 1 - 5 -y 1 ; - 4 , 4 -di f luo rebut ane- 1 , 3 - 

dicne from Step 1 (2.4 g, 10 mr.ol' was dissolved in ethane 
■122 mL! . To the stirred mixture was added 4- 
sui f onar.idopheny ihydraz i:ie hydrochloride ;2.45 y, 11 mmol. 
and heated to reflux for 16 hours. The mixture was cooled 

30 and water was added until crystals slowly appeared. 

Filtration yielded a light tan solid (3.3 g, 34 %) : mp 



20 
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214-21S°C; l H NMR ( Dg - DMSO ) : 7.66 (d, J=3.7Hz, 2H; , 7.51 
;d, J=6.7Kz, 2K) , ^.49 (brs # 2H) , 7.3-6.7 <m, 5H) , 6.06:s, 
2H) . Anal. Calc'd for C17H13N3SO4F2 : C, 51.91; H ( 3.23; N 
13.63. Found: C, 51.90; H, 3.25; N, 1C.65. 

Example 83 




CC 2 H 



10 4- [4 - ( Amino sulfonyl ) phenyl] -5- ( 4 -chloropheny 1 ) - 

lH-pyrazole-3-carboxylic acid 



5 tec 1; Preparation of methyl- 4- [Az < chloro) phenyl! - 

15 

Dimethyl oxalate (23.6 g, 200 mmol) was placed 
in a SCO mL three-necked round bottom flask, and dissolved 
in diethyl ether (200 mL) . To the stirred solution was 
added 25% sodium methoxide in methanol (48 mL, 210 mmol; 

20 via an addition funnel over a 2 minute period. Next, 4'- 
chlcrcacecochenone !25.94 g, 200 mmol) was dissolved in 
diethyl ether (50 mL) , and added to the reaction drcpwise 
over 3 minutes. After stirring overnight (18 hours), IN 
KCl (400 mL) and ethyl acetate (750 mL) were added. The 

25 organic layer was collected, washed with brine (350 mL) . 
dried over MgSO;, filtered, and concentrated in vacuo tc 
give 4B.* 7 g cf a yellow solid. The solid was 
recrystallized from ethyl acetate and iso-octane to give 23 
g :45%; cf the dione: mp 108 . 5-110 . 5°C . 
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-^-gp 2: Preparation of 4 - ' 4 - [ ami nosu : f nr. vl'. chenv j j_ 

5 - i 4 -chl, prophecy 11 -ltt-pyrascle-i? - 
carsoxvljc, acid 



5 4-Suiphonamidcphenyihydrazine hydrochloride 

(1.45 g, 6.5 mmol, 1.3 equivalent) and methyl-4-[4- 
(chloro) phenyl] -2 , 4 -dioxobutanoate (1.2 g, 5 mmol) were 
dissolved in ethanol (50 ml/' . The reaction was heated to 
reflux and stirred for 20 hours. After cooling to room 

10 temperature, the reaction mixture was concentrated in 

vacuo. The residue was taken up in ethyl acetate {200 mL] 
and washed with water (100 mL) and brine (100 mL) , dried 
over MgS04, filtered and concentrated in vacuo to give 1.7 
g of a light brown solid which was recrystal 1 ized from 

15 methanol and water to yield 1.6 g (85%) of a white solid. 
This material was dissolved in methanol (150 mL ) and 3N 
NaCH (7 5 mL) and stirred at reflux for 3 hours. The 
methanol was removed in vacuo and the aqueous solution 
acidified with concentrated HCl. The product was extracted 

20 into ethyl acetate (200 mL) , which was washed with brine 
(100 mL) , dried over MgS04 filtered and concentrated to 
give 4- [4- ( aminosul f ony 1 ) phenyl] -5- (4-chlorophenyl ) -1H- 
pyrazoie-3 -carbcxylic acid, 1.4 g (74%,: mc 135°C (dec>, 

25 Example 84 




Methyl 1 - ( 4 -amino sul f ony 1 phenyl ) -5- (3, 5-dif luoro-4 - 
3 0 me thoxy phenyl ) -l-H-pyrazole-3 -car boxy late 
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1, Preparation cf 3 , 5 -di f lucra -4 -methoxv- 

Tc a stirred suspension of AlCli i24.05 g, 180.40 
5 mmol) m chlcrororm (300 mL , dried oy passage through 

alumina J at 4 C C (ice bath) under nitrogen was added acetyl 
chloride (11.0 mL, 152.65 mmol) over 20 minutes. This 
chilled suspension was stirred at 0°C for 3 0 minutes and 
2,6-difluoro aniscle was* added dropwise over 30 minutes. 

10 The resulting suspension was warmed to room temperature and 
stirred overnight. The reaction was quenched by slowly 
pouring it into a rapidly stirred ice/water mixture. The 
water layer was extracted with methylene chloride (2x5C mL: 
and the organic phases were combined and concentrated in 

15 vacuo yielding a clear mobile oil. In a 50 mL round 

bottomed flask was added the above clear oil, DMF (25 mL) , 
K2CO3 [15 g) . Methyl iodide (6 mL) was added and the 
suspension stirred at 45°C under nitrogen overnight. Water 
(1 mL) was added and the mixture was heated for an 

20 additional 14 hours. The crude reaction mixture was cooled 
tc room temperature, diluted with water (250 mL ) and 
extracted with diethyl ether (3x100 mL! . The ether phase 
was washed with sodium bicarbonate saturated solution, 
potassium bisuifate (0.1 N solution), dried over MgSC4, 

25 filtered and concentrated in vacuo yielding a clear mobile 
liquid. This liquid was distilled (30°C, 1 mm) yielding 
"1.5 g of a clear liquid which was a mixture of 3,5- 
dif iuoro-4 -methoxyacet ophenone and 3 , 5 -dif luoro-4- 
acetoxyacetophenone in an 35:15 ratio. The yield based 

3 0 upon this ratio was 41%. This ketone was used as is. 

Sies 2 • Prerara:icx. s£ methyl 4 

amir.osulf onvlphe nvl) - 5- = 3 . 5 - di f lucre - 4 - 
ir.ethoxvchsr.vl i -l-H-cvrazcle-3 - carboxvlat e 

To a stirred solution cf 3 , 5 -dif luoro-4 - 
methoxyacet ophenone from Step 1 (6.46 g, 34.70 mmol) and 
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dimethyl oxalate (6.15 g, 52.05 rrjnol) in methane 1 (80 mL) , 
was added sodium methcxide solution (13.4 mL of 25% 
solution, 53.99 mrr.ol) in one portion and the reaction 
stirred overnight. The crude reaction was diluted with 
5 methylene chloride, washed with potassium bisul fate ( 0 . IN 
solution}, brine, dried over MgSC^, filtered, and 
concentrated in vacuo yielding methyl 4 - ( 3 , 5 -dif luoro-4 - 
methoxyphenyl > -2 , 4-dicxo-butanoate as an off white 
crystalline solid which was used as is. A mixture of 4- 

10 (3 , 5-dif luoro-4-methoxyphenyl ) -2 , 4-dioxo-butanoate and 4- 
suif onamidophenylhydrazine hydrochloride salt (7.76 g, 
34.70 mmol) dissolved in methanol was warmed to reflux for 
9 hours. Upon allowing the clear reaction to cool to room 
temperature, a crystalline precipitate formed which was 

15 collected by vacuum, filtration yielding 5.45 g, (37% based 
upon the 3 , 5-dif lucro- 4 -methoxyacetophenone ) of methyl 1- 
( 4 -aminosulf onylphenyi ) -5- (3 , 5-dif luoro-4 -methoxyphenyl ) -1- 
H-pyrazole-3 -carboxylate as an off-white solid: mp 135- 
190°C; IK NMR (CDCl 3 /3CO mKz ) 7.95 (d, J = 8.86, 2H) , 7.4? 

20 (d, J = 8.86, 2H) , 7.C2 (s, 1H) , 6.77 (m, 2H1, 4.99 (s, 

2H), 4.04 (S, 3 H>, 3.93 (s, 3H) ; 19 F NMR (CDCl 3 /300 mHz ) 
-126.66. Anal. Calc'd for C17H13F2N3O3S : C, 51.05; H, 
3.57; N, 9.92. B'ound: C, 51.05; H, 3.54, N, 9.99. 



Example 8 5 



o. 



0 




3C 



Methyl [ 1- ( 4 -aminosulf onylphenyi ) - 5 - ( 4 - 
chloropheny 1 ) - IH-pyrazole- 3 -yl ] carboxylate 
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Step 1. Pr eparation cf rrethvl 4 - f 4 - I chlcrs ] phenyl 1 - 
2 . 4 -dioxo butanoate 

Dimethyl oxalate (15.2*7 g, 0.129 mol) and 4'- 
5 chlcroacetophencne (20.0 c, 0.129 mol) were charged to a 
500 mL round-bottom flask, with provisions made for 
magnetic stirring, and diluted with methanol (300 mL) . 
Sodium methcxide (2 5% in methanol, 7C mL) was added in one 
portion. The reaction was stirred at room temperature for 

10 15 hours. The reaction became an insoluble mass during 
this time. The solid was mechanically broken up, then 
concentrated hydrochloric acid (70 mL) was added, and the 
white suspension was stirred vigorously at room temperature 
for sixty minutes. The suspension was cooled to 0°C and 

15 held for 30 minutes. The soild was filtered, and the 
filter cake was washed with cold water (100 mL ) . Upon 
drying, methyl 4 - [ 4 - { chlorc ) phenyl ] -2 , 4 -dioxobutanoate was 
obtained (16.94 g, 54.4%) as the enol: X K NMR 
(CDCI3 /3 OCMHz ) 7.94 (d, J=3.66 Hz, 2H) , 7.43 (d, J=3.66 Hz, 

20 2H) , 7.04 (s, IK!, 3.95 's, 3H) , 3.48 Is, 1H) . 

Step 2. Preparation cf methvl fl-(4- 

aminosuifonvlohenvi ) -5- ■ 4 -chlor uuhenvl ) -1H- 
pyrazcle- 3 -yl ; carboxylase . 

25 

A 100 mL round -bottomed flask equipped with 
magnetic stirrer and nitrogen inlet was charged with methyl 
4- [4- (chloro) phenyl] -2 , 4 -dioxobutanoate from Step 1 ( 5 . C g , 
2C.78 mmol), 4 -sulf or.amidylpheny lhydrazine hydrochloride 

30 (5.11 g, 22.86 mmol) and methanol (50 mL) . The reaction 
vessel was heated to reflux and held for 16 hours. A 
precipitate formed overnight. The suspension was coded to 
" 3 C ( held for 0.5 hour, filtered and washed with cold water 
to provide, after air-drying, 7.91 g ( 9 1 % 1 of crude 

35 product. Recrystallized 3. 50 g from boiling ethanol to 
yield 3.14 g (97%) of pure methyl [l-(4- 
aminosulf onylpheny 1 ) -5- f 4 -ohioropheny 1 ) -iH-pyrazole-3 - 
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yllcarboxylate: mp 227°C; X H KMR CCDCl 3 / 3 OCMHz ) 7.91 (d, 
J=8.86 Hz, 2K) , 7.44 (d, J=8.85 Hz, 2H) , 7.33 (d, J=3.66 
Hz, 2H) , 7.14 (d, J=8.66 Hz, 2H) , 7.03 (s, 1H) , 3.96 (s, 
3KJ . Mass Spectrum, MH+ = 3 92. Anal. Calc'd for 
5 C17H14N3O4CIS: C, 52.11; H, 3.60; N\ 10.72; Cl, 9.05; S, 
8.18. Found: C, 52.07; H, 3.57; N, 10.76; Cl, 9.11; S, 
3 .27 . 

Example 8 6 




CH 3 



Ethyl [ 1- ( 4 - ami no sulf onyl phenyl ) -5 - { 4- 
chlorophenyl) -lH-pyrazole-3-yl ] car boxy lat e 

5 

Methyl [1- { 4-aminosulf cnylphenyl ) -5- (4- 
chiorophenyl ) -lH-pyrazole-3 -yl] carboxylase (Example 35 ■ 
(C.10 g) was dissolved in absolute ethanoi (10 mL) and a 
catalytic amount of 21% NaOEt/EtOH was added. The reaction 

0 was stirred without temperature control for 72 hours, then 
water (10 mL) was added. The product crystallized, the 
suspension was cooled to 0°C and held for 30 minutes. The 
product was filtered, washed with water (5 mL) and dried tc 
yield 0.D71 g (70%^ of a white solid: Mass Spectrum: MH- 

'i = 406. Anal. Calc'd for C:8Hi6N"304CIS : C, 53.27; H, 3.97; 
r,\ 1C.35; Cl, £.74; S, 7. 90. Found: C, 53.04; H, 4.03; M , 
10.2^; cl, 8.59; S , 7.97. 

The following compounds in Table III were prepared 
0 according to procedures similar to that exemplified in 
Examples 83-86, with the substitution of the appropriate 
reagents . 
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Example 9 6 




CONH 2 



5 4 - [ 4 - ( Amino su If ony 1 ) phenyl] -5- (4-chlorophenyl) - 

lH-pyrazole-3- carboxamide 

A — f A - I imi nnenl f nnvl 1 nfonvl 1 - ^ - f 4 _r-Vi 1 ^r-r*r>V>am/ 1 \ _ 

* L , . . ~ ^ ^ . — . j ' f - — » — J - > - — a-^w^w^^w^^j^, 

lH-pyrazole-3 -carboxylic acid (Example 83) (1.08 g, 2.86 
10 mmcl), HOBt (0.66 g, 4.3 iwnolj and EDC {0.66 g, 3.4 mmcl) 
were dissolved in dimethylf ormamide (DMF) (20 mL) and 
stirred at ambient temperature fcr 5 minutes. To this 
solution was added NH4CH (30%, 2.9 mL) and the reaction 
stirred for an additional 18 hours. This solution was then 
15 poured into ethyl acetate (20C mL) and IN HC1 (200 mL) , 
shaken and separated. The organic layer was washed with 
saturated NaHC03 (150 mL) and brine (150 mL) , dried over 
Mg£C4, filtered and concentrated to yield 0.9 g of a white 
solid which was recrystalli zed from ethyl acetate and iso- 
20 octane to yield 4- [ 4- (aminosulf onyl ) phenyl ] -5- ( 4 - 

"hlcrophenyi) -ltf-pyrazcle-3 -carboxamide (0.85 g, 79%): mp 
108-110°C. 
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Example 97 

CCNK 2 
F 

5 [1- ( Amino sulf onylphenyl ) -5- ( 4 - t luorophenyl - 1H - 

pyrazol-3-yl] carboxamide 

A 250 mL three-neck round-bottom flask, equipped 
with a thermometer, gas sparging tube, reflux condenser and 

ID provisions for magnetic stirring, was charged with 

methyl [1- ( 4 -amincsul f onylphenyl ) -5- ( 4-f luorophenyl) -1H- 
pyrazcl-3-yl] carboxylate (Example 88) (3.0 g, 7.99 mmol), 
methanol ( 10C mL v , and a catalytic amount of sodium 
cyanide. Anhydrous ammonia gas was sparged through the 

15 reaction vessel for 15 hours without temperature control. 
The suspension turned a deep red during this time. The 
reaction was sparged with anhydrous nitrogen at room 
temperature for 20 minutes, cooled to 0°C and held for 30 
minutes. The solid was filtered and washed with cold water 

20 (50 mL) to yield, upcn drying, 1.87 g (55%) of [l-(4- 
ammosulf onylphenyl ) -5 - { 4 - f luorophenyl ) -lH-pyrazoi-3 - 
yl] carboxamide as a white solid: rr.p 214-21S°C; : H NMF. 
(CDCl3/CD 3 OD/300MK2) 7.64 (d, J=8.66 Hz, 2H) , 7.14 (d, 
J=8.66 Hz, 2H'; , 6.55 im. 2H) , 6 . 82 - 6.67 (m,6H), S.39(s, 

2= IK); :9 F tCMR iZDCl}, CD3OD/' 2 8 2 . 2MKz .) -112. 00 (m; . Mass 
spectrum, MK+ = :r.l. Anal. Calc'd for O. 6K;3>J 4 0-jFS : C, 
53.33; H, 3.64; N, 15.55; S, 3.90. Found: C, 53.41; H, 
3.69; N\ 15.52; S, 8.95. 
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5 N- ( 3 -Chlorophenyl ) - [1- (4-aminosul fonyl phenyl ) - 5 - ( 4 - 
f luorophenyl ) -lH-pyrazol -3 -yl] carboxamide 

Step 1 . _ Preparar .icn of methvl 4 = [ 4 - £ luoroohenvl 1 - 2 . 4 - 
dioxobut ar.cate . 

ID 

Dimethyl oxalate (18.80 g, 0.159 mol) and 4'- 
f luoroacetophenone (20.0 g, 0.145 mol) were charged to a 
1C00 mL round-bottom flask and diluted with methanol (40C 
mL) . The reaction flask was placed in a scnication bath 

15 (Bransonic 1200), and sodium methoxide {25% in methanol, 70 
mL) was added ever 25 minutes. The reaction was sonicated 
at 4 5°C for 16 hours. The reaction became an insoluble 
mass during this time. The solid was mechanically broken 
up, then poured into a hydrochloric acid solution (IN, 50C 

20 mL) . A magnetic stirrer was added, and the white 

suspension was stirred vigorously at room temperature for 
60 minutes. The suspension was cooled to 0°C and held for 
30 minutes. The solid was filtered, and the filter cake 
was then washed with cold water (100 mL) . Upon drying, 

75 methyl 4- [ 4-f luorophenyl] -2 , 4 - diketobutanoate was obtained 
!22.9i g, 70.5%: as the end: l H NMH ( CDCl 3 / 3 OCMHz ! B.C3 
"ddd, J = £.£? Hz, J=3.65 Hz, J=5.03Hz, 2H? , 7.19 (dd. 
J-5.S5 Hz, j = ?.66 Hr, T-.H) . (s, IK). 3.95 r s, 3K' . 15 ? 

NMR (CDCl 3 /282.2 MHz) - 103. 9 (m) . 



30 



WO 95/15316 PCIYUS94/12720 

113 

2, Preparation of methyl 4-fl-f4- 

amincsulfcnvlphenvl ) -5- ( 4 - f luoroohenvl ) -1H- 
rvrazol-3 -vl ■ carb oxylase . 



5 A 500 mL one-neck round -bottom flask equipped 

for magnetic stirring was charged with methyl 4 - [ 4 - 
f luorophenyl ] -2 , 4 -diketobutanoate from Step 1 (1.00 mg, 
44.61 mmol), 4 - sul fonamidy lpheny lhyrazine hydrochloride 
(10.98 g, 49.07 mmcl) and methanol (200 mL) . The 

13 suspension was heated and held at reflux for three hours, 

then cooled to room temperature. The suspension was cooled 
to 0°C, held for 30 minutes, filtered, washed with water 
(100 mL) , and dried to yield 14.4 g (86%) of methyl 4-[l- 
( msi: 1 f nny ! phenyl ) - 5- ( 4 - f luorophenyl ) - iH-pyraznl - 3 - 

15 yi ] carboxylase as a white solid: : H NMR (CDCI3 /300MHz ) 
7.85 (d, J=8. 66 Hz, 2K} , 7.36 (d, J=8.66 Hz, 2H) , 7.18 
{ddd, J = 8.66 H : , J-S.46 Hz, J=4.85 Hz, 2H) , 7.00 (dd, 
J=8.66 Hz, J=8.46 Hz, 2H) , 6.28 (s, 1H) , 3.90(s, 3K) . 19 F 
MMR (CDCl 3 /282.2MHz) : -111.4 [m) . Mass spectrum, MH+- = 376. 

23 Anal. Calc'd for C17H14N3O4FS : C, 54.40; H, 3.76; N, 11.19; 
S, 8.54. Found: C, 54.49; H, 3.70; N, 11.25; S, 8. 50. 



Ster; : , Preraratior. of : 1- (4-ammosulf onvlohenvl ) -5- 

; 4 - f luorophenyl ) -lH-pyrazol- 3 -vl 1 carboxvl ic 
25 acid . 



A 5C0 mL one-neck round-bottom flask, equipped 
with previsions for magnetic stirring, was charged with 
methyl 4- [1- ( 4 -amincsul fony lpheny 1 ) -5- ( 4 - f luorophenyl ) -lH- 

X pyrazol-3 -yl ] car boxy late from Step 2 (10.0 g, 26.64 mmcl) 
and tetrahycrcf urar. ,2 CO mL", . Aqueous sodium hydroxide 
(2.5N, 27 mL) and water '25 mL! were added, and the 
suspension was heated to reflux and held for 16 hours. The 
solids all dissolved during this time. The reaction was 

35 cooled to room temperature, and hydrochloric acid solution 
(IN, 110 mL) was added. The aqueous suspension was 
extracted with methylene chloride (2x200 mL) . The combined 
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organic soultion was dried over anhydrous magnesium 
sulfate, filtered, and concentrated m vacuo to an oil. 
Trituration with 3 00 mL of methylene chloride yielded, upon 
filtration and drying, 9.C g, (94%) of [ 1 - C 4 - 
5 ammosulfonylphenyl ) -5- ( 4 - f iuorophenyl ) - lH-pyrazoi-3 - 

yi ] carboxylic acid as a white solid: mp 138-142°C (dec); : H 
NMR (CD 3 OD/300MHz) 7.93 (d, J=8.66 Hz, 2H) , 7.51 (d, J=8.66 
Kz, 2H) , 7.31 (ddd, J = S.86 Hz, J=3.66 Hz, J=4.83 Hz, 2H; , 
7.11 (dd, J=8.86 Hz, J=8.66 Hz, 2H), 7.06 (s, 1H) . 19 F NMR 
10 (CD 3 OD/282 .2MHz) : -114.01(m). 

Step 4. Preparati on of N- ( 3 - chloroohenvl ) - f 1- (4- 

aminosulfonvlohenYl) - 5- ( 4 - f luorcohenvl LzJiiz 
pvrazol-3 -vll carboxamide 

15 

A 100 mL one-neck round-bottom flask, equipped 
with provisions for magnetic stirring, was charged with [1- 
(4-aminosulfcnylphenyl ) -5- ( 4 -f Iuorophenyl ) -lH-pyrazol - 3 - 
yl] carboxylic acid from Step 3 (0.500 g, 1.38 mmol), 1- 

20 hydroxybenzotriazole hydrate (0.206 g, 1.522 mmol), l-(3- 
dimethylaminopropyl ) -3 -ethylcarbodiimide hydrochloride 
(0.318 g, 1.66 mmol) and N , N-dimethy If ormamide (30 mL) . 
The solution was scirred at room temperature for forty 
minutes, then 3 -chloroaniline (0.154 mL, 1.453 mmol) was 

25 added. The reaction was held at room temperature for 
sixteen hours, then poured into an aqueous solution of 
citric acid (5%, 100 mL) . The aqueous solution was 
extracted with ethyl acetate (2x60 mL) , and the combined 
organic solutions were washed with aqueous citric acid (60 

30 mL) , saturated sodium bicarbonate solution (2x60 mL) and 
50% saturated sodium chloride solution (2x60 mL) . The 
organic solution was dried over anhydrous magnesium 
sulfate, filtered, and concentrated in vacuo to an oil. 
Trituration with 20 mL of dichiorcmethane yielded, upon 

35 filtration and drying, 0.439 g (67%) of N- (3-chloropheny 1 > - 
[1- ( 4-aminosulf onyiphenyl ) -5- ( 4 - f iuorophenyl ) -lH-pyrazol -3 - 
yl] carboxamide as a white solid: mp 207-212°C; : H NMR 
(CDC I3 / CD3OD/3 COMHz ) 8.90 (s, 1H) , 7.86 (d, J = S.65 Hz, 2H) . 
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7.79 [:, J=2.01 Kz, 1H) , 7.46 (dd, J = 7. 05 Kz , J = 2.01 Kz, 
1H), 7.33 (d, J=8.36 Hz, 2H) , 7.21-7.11 (m, 3H) ( 7 . G2 - 
6.94 (m, 4H) . 19 FNMR (CDC1 3 /CD 3 OD/282 . 2MHz ) : -111.38(m). 
Mass spectrum, MK+ = 47C. Anal. Calc'd fcr C22H15N4O3CIFS : 
5 C, 56.11; H, 3.42; N , 11.90; Cl , 6.81; 5, 7.53. Found: C, 
55.95; H, 3.50; N, 11.85; Cl, 6.82; S, 7.50. 



The following compounds in Table IV were prepared 
according to procedures similar to that exemplified in 
10 Examples 96-98, with the substitution cf the appropriate 
starting material. 
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Example 117 




5 4- [3-Cyano-5- ( 4-f luorophenyl-lH-pyrazol-1- 

yllbenzenesulfonainide 

A dry 100 ml three -neck flask, equipped with * 
reflux condenser, thermometer, pressure-equalizing addition 

ID funnel and provisions for magnetic stirring was charged 
with anhydrous Z:'S I2C mL) and cooled to 0°C . Oxalyi 
chloride (0.530 mL, 5.105 mmol) was added over twenty 
seconds, causing a 5°C exotherm. The white precipitate 
formed dissolved as the reaction cooled to 0°C. The 

15 reaction was held at 0°C for ten minutes, then a solution 
of [1- (4-aminosulfonylphenyl ) -5- (4-f luorcphenyl ) -1H- 
pyrazol-3 -yl ] carboxamide (Example 97) in anhydrous DM? was 
added to the vigorously stirring solution over 
approximately two minutes. After fifteen minutes, pyridine 

20 (1.0 mL, 12.21 mmol) was added to quench the reaction. The 
mixture was poured into dilute hydrochloric acid (IN, 100 
mL) and extracted with ethyl acetate (2x75 mL) . The 
combined organic solution was washed with IN HCl (2x100 mL) 
and with 50% saturated NaCl (3x100 mL) . The organic 

2; solution was dried over magnesium sulfate, filtered and 

concentrated i:i varcc tc a crude oil. The oil was applied 
to a column of silica gel and e luted with ethyl acetate and 
Ltxar.e (40% ethyl acetate) to octa^n, upon concentrat ion of 
the appropriate fractions, 0.66 g (69%) of 4 - [ 3 -cyano-5- ( 4 - 

20 f luorophenyl-iH-pyrazol-l-yi ] benzenesulf onamide as a white 
solid: mp 134-185°C; *H NMR ( CDC 1 3 / 3 0 CMHz ) 7.94 (d, J=3.86 
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Hz, 2H) , 7.44 (d, J=3.86 Hz, 2H), 7.23-7.07 (m, 4H> , 6.37 
(3, IHi , 4.8S ifcrs, 2H) ; 15 F NKK (CDCi 5 /232 . 2MKz ) 
-109 . 90 (m) . Mass spectrum, MK- = 343. Anal. Caic'd for 
C16H11N4C2FS: C, 55.14; H, 3.24; N , 16.37; S, 9.36. Found 
5 C, 56.19; H, 3.15; 16.39; S, 9.41. 

The following compounds in Table V were prepared 
according to procedures similar to that exemplified in 
Example 117, with the substitution of the appropriate 
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Example 



128 




a 



CF 2 CF 2 CF 3 



4- [5-(4-Chlorophenyl)-3-( heptaf luoropropyl ) - 
lH-pyrazol -1-yl jbenz en esulfon amide 

Step 1; Preparation of 4 , 4 . 5 , 5 . 6 , 6 , 6-heotaf luoro- 1 - r 4 - 

( chlors ) phenyl! hexane-i , 3 -d-ane . 



was placed in a 103 ml round bottom flask, and dissolved 
in ether (20 mL) . To the stirred solution was added 25% 
sodium methoxide (4.85 g, 22.4 mmol) followed by 
4-chloroacetophenone [3.04 g, 19.7 mmol) . The reaction 
was stirred at roor. temperature overnight (15.9 hours) 
and treated with 3N HCl (17 mL) . The organic layer was 
collected, washed with brine, dried over MgS04, 
concentrated in vacuo, and recrystallized from iso-octane 
to give the diketone as a white solid (4.27 g, 62%) : mp 
27-30°C; lH NMR {CDCI3 ) 300 MHz 15.20 (br s, 1H) , 7.89 
;d, J = S.~ Hz, 2H: , 7.51 (d, J=3.7 Hz, 2K) , 6.58 (S, lH) ; 
13? NMR ( CDC 1 3 ) 30C MHz: -80.94 (t), -121.01 (t), -127.17 
(s) ; M+H 351. 

£ t ec 2 ; Preparation cf 4 - [ 5 - ' 4 - chlcr ophenvl V| - 3 - 



Ethyl heptaf iuorobutyrate (5.23 g, 21.6 mmol) 



( heptaf lucropropvl ) -IH-cvrazol - 1 - 
vl ' benzene sulfonamide 



The 4-sulf cnamidophenylhydrazine hydrochloride 
(290 rag, 1.30 mmol) was added to a stirred solution of 
the diketone from Step 1 (400 mg, 1.14 mmol) in ethanoi 
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(5 mL) . The reaction was headed to reflux and stirred 
overnight (23.8 hours). The ethanol was removed in vacuo, 
and the residue was dissolved in ethyl acetate, washed 
with water and brine, dried over MgS04 y and concentrated 
in vacuo to give a white solid which was passed through a 
column of silica gel with ethyl acetate /hexane (40%) and 
recrystallized from ethyl acetate/ isooctane to give the 
pyrazole as a white solid {0.24 g, 42%): mp 168-71°C; Ik 
NMR (CDCI3) 300 MHz 7.90 (d, J=8.7 Hz, 2H) , 7.45 (d. 
J = 8.7 Hz, 2K>, 7.34 (d, J=8 . 5 Hz, 2H) , 7.19 (d, J=3.5 Hz, 
2H) , 6.79 (s, 1 H) , 5.20 (br s, 2H) ; 19? NMR (CDCI3 ! 3C0 
MHz: -80.48 (t), -111.54 (t), -127.07 (s). 



4- [5- ( 4-Chlorophenyl) -3- ( chloro-dif luoromethyl ) - 
lH-pyra zo 1 - 1 -y 1 ] ben 2 enesul f on amide 

gr.gp 1: Preparation of 4 -chloro- 4 . 4 -di f luoro- 1 - [ 4 - 
j chloro) Phenyl ] -butane-1 , 3-dione. 



2 9 mmcl) was placed in a 100 ml, round bet torn flask, and 
dissolved in ether (10 mL i . To the stirred solution was 
added 2 5% sodium methcxide (6.37 g, 29 mmol! fcliowed by 
4 ' -chloroacetcphenone ; 4 . 10 g, 26.5 mmol ; . The reaction 
was stirred at room temperature overnight 1 2 J . 4 hours), 
then poured into a separatory funnel and washed with 2i: 
HCl (15 mL) , brine (20 mL) , dried over MgS04 , and 
concentrated in vacuo and recrystallized from iso-octane 
to give the dike tone as a yellow solid (3.78 g, 53%: : mp 



Example 12 9 




Methyl 2-chioro-2 , 2-dif luoroacetate (4.20 g, 
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53-55°C; *H NMR (C-CI3) 300 MHz 14.80 (br s, IK), 7.37 
(d, J=3.7 Hz, 2k: , 7.5C (d, J = 8.7 Hz, 2H) , 6.49 (S, IK); 
19F NMR (CDC13) 300 MHz: -66. C3 ( s ; ; M + 267. 

Step 2; Preparation cf 4- [5- ( 4-chlcrophenvl ) -3- 

(chloro-dif luoromethvl) -lH-pvrazol-1 - 
vl ] benzenesulf onamide 



(1.39 g, 6.2 mmol) was added tc a stirred solution of the 
diketcne from Step 1 (1.43 g, 5.7 mmol; in ethanol (1C 
mL) . The reaction was heated tc reflux and stirred 
overnight (15.75 hours). The ethanol was removed in 
vacuo, and the residue was dissolved in ethyl acetate, 
washed with water *r.d brine, dried over MQSO4 and 
concentrated in vacuo to give a white solid which was 
recrystallized from ethyl acetate/ isooctane to give the 
pyrazole as a wh<re solid (0.32 g, 41%): mp 13 0-33°C; 1h 
NMR (CDCI3) 300 MHz 7 . 9C (d, J=8,9 Hz, 2H) , 7.47 (d, 
J = 8.7 Hz, 2H) , 7.35 [d, J=8 . 5 Hz, 2H) , 7.19 (d, J=3.7 Hz, 
2K) , 6.76 (s, 1 H) , 5.13 (br s, 2K) ; 19f NMR (CDClj 1 3C0 
MKz : -43 .44 (s) ; M+ 417/419 . 



4 - [ 3 - { Dichloromethy 1 ) - 5 - ( 3 - f luoro- 4 - 
methoxyphcnyl )-lH-pyrazol-l-yl]benzenesulfon amide 



4 -Sulf onamidcphenylhydrazine hydrochloride 



Example 13 0 




o 



Step 1. Prepar ation of 3 ' - f luoro- 4 ' -methoxv- 
acetorhenone . 
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Aluminum chloride (80.0 g, 0.6 mol) and 
chloroform (750 mL) were placed in a 2 L three-necked 
round bottom flask fitted with a mechanical stirrer and 
cooled by means of an ice bath. To the stirred solution 
was added acetyl chloride (51.0 g, 0.65 mol) dropwise, 
maintaining the temperature between 5-10°C. The mixture 
was allowed to stir for 10 minutes, at 5°C before the 
dropwise addition at 5-10°C cf 2 - f lucroanisole (63.06 g, 
0.5 mol) .The mixture was stirred at 0-10°C for 1 hour and 
poured into ice (1 L). The resultant layers were 
separated and the aqueous layer was extracted with 
methylene chloride (2x250 mL) . The combined organic 
layers were washed with water (2x150 mL) , dried over 
magnesium sulfate, and concentrated to 3C0 mL. Hexanes 
were added and a white solid (77.2 g, 92%) was 
crystallized from the mixture: mp 92-94°C; 1 K NMR (dg- 
DMSO) 7.8 {m, 2H), 7.3 It, J=8.7Kz, 1H), 3.9 (s, 3K! , 
2.5 (s, 3H) . 

Step 2, Preparation cf 4 , (3-~ i uoro-4- 

msthoy/pheriyl) -butar.e-1, 3-clioue. 

Methyl dichloroacetate (1.5" 7 g, 11 mmol) was 
dissolved ether (25 mL) . To the stirred solution was 
added 25% sodium methoxide (2.38 g, 11 mmol) followed by 
3 ' -f luoro-4 ' -methoxyacetcphenone from Step 1 (1.68 g, 10 
mmol). After stirring 16 hours IK HC1 (25 mL) was 
added. The organic layer was collected and washed with 
water (2x25 mL) , dried over magnesium sulfate, filtered, 
and concentrated. The resulting crude dione was used in 
the next step without further purification or 
character 1 zat ion . 

Step 3 . Preparation of 4 - f 3 - ( dichlorcmethvl :• - 5 - : 3 - 

f luoro-4 -methoxvTDhenvi) -lH-ovrazoi-i- 
yllbenzenesulf cnam^de , 
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4 , 4 -Dichloro-1- (3 - f luoro-4 -methcxypheny 1 ) - 
butane -1 ( 3 -dione f rem Step 2 (2.8 g, 10 mmol) was 
dissolved in ethanol (100 mL) . To the stirred mixture 
was added 4 -sulf cnamidopheny lhydrazine hydrochloride 

(2.46 g, 11 rrjnoi; and heated to reflux for 16 hours. The 
mixture was cooled and water was added until crystals 
slowly appeared. Filtration yielded a light tan solid 

(2.7 g, 63 %) : mp 19C-193°C; *H NMR (DMSO-d$) 7.84 (d, 
J=8.4Hz, 2H), 7.53 (s, 1H) , 7.48 (d, J=3.4Hz, 2H) , 7.47 

(brs, 2H! , 7.3-7.0 (m, 3H) , 6.95 (s ( 1H) , 3.85 is, 3H) . 
Anal. Calc'd for C17K14N3SO3FCI2 : C, 47.45; H, 3.23; N, ■ 
9. 7 5. Found: C, 47.58; H, 3.42; K , 10.04. 



Example 131 




4- [3-Fluoromethyl-5-phenyl-lH-pyrazol-l- 
yl]benzene sulfonamide 

S»eg 1, Preparation methyl 4 -phenyl -2 , 4-dicxcbutanoate 

To a solution of dimethyl oxalate (11.51 g, 
100 mmoi) in ether ;2C0 mL) is added 24 mL cf 25% sodium 
methcxide in methanol, followed by a solution of 

acet cphenone ,12.32 g, 10C mmol; m ether (20 ml) and the 
mixture stirred overnight at room temperature. The 
mixture was partitioned between IN HCl and EtOAc and the 
organic layer was washed with brine, dried over MgSO* and 
concentrated to give 16.4 g of crude butanoate. 
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Step 2; Preparation of ir.ethvl 1- f ( 4- (amin osulf onvl ) 

phenvll -5-phenvl-lK-Pvrazole 3 - carhoxvlate 

The ester was prepared frorr, the butanoate in Step 1 using 
the procedure described in Example 2, Step 2. 

Step 3: Preparation 4 - f 3 -hvdroxvmethyl - 5 -phenyl - 1H- 
pyrazjl-l-vl Ibenzenesulf onamide 

Tc a solution of ester in Step 2 (4.0 g, 10.4 
mmol) in 50 mL TH? was added L1AIK4 {0.592 g, 15.6 mmol' 
in portions and the mixture refluxed overnight. The 
reaction was cooled and quenched with IN NaHSO^ and 
extracted with ether (3X) . The combined extracts were 
dried over MgSC4 and concentrated to give 3.5 g crude 
alcohol. Flash chromatography using 1:1 hexane/EtOAc 
provided the title compound. 

Step 4 ; Preparation 4- [ 3-£ luoromeshvl -5 -phenyl - 1H- 

pyrazcl-l-Yllbenzenesulfonaniide 

To a mixture of the alcohol frcm Step 3 (212 
mg, 0.64 mmol) in dichlorome thane (4 mL) was added 
diethylaminosulf ur trifluoride (0.13 mL, 1.0 mmol}. The 
reaction mixture was stirred at room temperature for 3 
hours and partitioned between water and dichlcromethane . 
The aqueous solution was extracted with dichlcromethane. 
The organic solution was washed with brine and 
concentrated. The residue was chromatcgraphed on silica 
(1:1 hexane: ethyl acetate) to give the desired product 
(72 mg, 34%): mp 162-163'C; Anal, calc'd for 
C16H14N3O2SF: C, 58.00; H, 4.26; N, 12.68. Found: C, 
57.95; H, 4.03; N , 12.58. 

The following compounds in Table VI were prepared 
according to procedures similar to that exemplified m 
Examples 123-131, with the substitution of the 
appropriate substituted acetyl and acetate starting 
materials . 
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Example 137 




5 4 - [5 - ( 2 -Pyrazinyl ) -3 - ( di f luoromethy 1 ) - 1H- pyr a z o 1 - 1 - 

yl] benzene sulfonamide 

Step 1: Pr eparation of 4 , 4 -di f luoro- 1 - j 2 -c vraz invl ) - 
butane-1 . 3-dione. 

1C 

Ethyl dif luoroacetare (2.23 g, 18 mmol) was 
placed in a ICO mL round bottom flask and dissolved in 
ether (10 mL) . To the stirred solution was added 25% scdium 
methoxide (4.63 g, 22 mmol) followed by acetylpyrazme 

15 (2.00 g, 16 mmcl) . After two hours stirring at room 

temperature, a precipitate formed and TKF (10 mL) was added 
to the reaction. The reaction was stirred an additional 
25.9 hours, then treated with 3N HCl (10 mL) . The organic 
layer was collected, washed with brine (20 mL) , dried ever 

20 MgS04, and concentrated in vacuo and recrystaliized from 
methylene chic rice/ is o -octane to give the diketcne as a 
brown solid (2.23 g, 68%); mp 103-110°C; -H NMR (CDCI3 ) 300 
MHz 14.00 <br s, 1H) , 9.31 (d, J=1.4 Hz, 1H) , 8.76 (d, 
J=2.4 Hz, 1H), 8.68 (dd, J=1.4 Hz 2.4 Hz, 1H) , 7. 20 (s, 

25 IK' , 6.03 ! t , J=54.0 Hz, 1H) ; 1$F >:MR (CCCI3) 3 C 0 MHz: 
-127 . 16 (di ; M + 230 . 

Stec 2; Preparation cf 4 - f 5 - f 2 -svrazinv 1 ■ - 3 - 
(dif luoromethv 1 ) -IH-ovrazcl-l- 



30 
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4 -Self onamidophenylhydrazine hydrochloride (0.3 7 
g, 1.5 5 mmol) was added to a stirred suspension of the 
diketone from Step 1 (C.30 g, 1.5C mmci ) in ethanol (10 
mL) . The reaction was heated to reflux and stirred for 5.3 
hours. The ethanol was removed in vacuo, and the residue 
was dissolved in ethyl acetate, washed with water (20 mL) , 
brine (20 mL) , dried over MgS04 , and concentrated ir. vacuo 
to give a brown solid (0.36 g) which was recrystallized 
from ethyl acetate/ ethanol / isooctane to give the pyrazole 
as a brown solid (0.20 g, 38%): mp 191-94°C; 1h NMR 
(acetone de ) 300 MHz 8.94(d, J=1.4 Hz, IK), 3.62 (d, J=2.4 
Hz, 1H), 8.52 (dd, J=1.4 Hz 2.4 Hz, 1H) , 7.95 (d, J=B.7 Hz 
2H), 7.61 (d, J=8.7 Hz, 2H5 , 7.3C (s, 1H) , 7,02 (t, J=54.6 
Hz. 1H), 6.73 (br s, 2 H) ; l^F NMR (acetone dg) 300 MHz : 
-113 . 67 (d) ; M+ 351 . 



Example 13 8 




H 2 NS0 2 ' 



4- [5- (4 -methyl -1, 3-benzodioxol-5-yl)-3« 
{ t r i f luoromethyl ) -lH-pyrazol-l- 
yl]benzenesul fonamide 

Pre paration of 4 -methvl-1 , 3 -benz ediexo le 



11.6 g Ado gen 464 and 7 mL or dibromometnane 
were refluxed ir. 5C mL of H20 for 0.5 hours under argon. 
3 -Methyl catechol (8.39 g, 7 1.6 mmol) was added ever 2 hour 
3C and the mixture refluxed for an additional 1 hour. 
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Distillation of the product from the reaction mixture 

afforded the title compound as a yellow oil: HRttS m/e 
136.C524 (calc'd for C3H8C2 , 136.0524). 

5 Step 2 ; Preparation 5 -acetyl - 4 -methy 1 - 1 , 3 - 

benzodioxole (A) and 6 -acetyl - 4 - methv 1 - 1 . 3 - 
benzQCiPXQle, LSJ 

13.3 g of polyphosphor ic acid and 5 mL of acetic 
10 anhydride were heated to 45 *C under a drying tube of CaS04 
until liquified. The product from Step 1 was added and the 
reaction was stirred at 45 *C for 4.5 hours. The reaction 
was cooled to room temperature and quenched with 150 mL of 
ice water. The aqueous phase was washed with ethyl acetate 
15 (4x 50 mL) . The combined organic extracts were dried over 
MgS04 and filtered to give the crude product as a red oil. 
The oil was chromatogr aphed on silica gel elutmg with 10% 
ethyl acetate/90% hexane to afford two products: Anal, 
caicd for CioH:q03: C, 67.07; H, 5.66. Found: C, 67.41; 
20 H, 5.75, and £: MS, M* 173. 

Step s 3 a nd 4; 4 - f5- (4-methvl-l , 3 -benzodioxol-5-yl } -3- 

! tr if luoromethy 1 ) - IH -pyrazo 1 - 1 - 
yl 1 benzenesulf cnamide 

25 

The title compound was prepared from product & 
using the procedures described in Example 2, Steps 1 and 2: 
White solid; Anal, calcd for C18K14N3O4SF3 : C, 50.32; H , 
3.22; N, 9.83. Found: C, 50.71; H, 3.34; N, 9.55. 

30 

The following compounds in Table VII were prepared 
according to procedures similar to that exemplified in 
Examples 137-138, with the substitution of the appropriate 
starting material. 
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Example 17 0 

o o 
w// 




4- [5- ( 1 -Cyclohexyl ) -3- ( dif luoromethyl ) 
-lH-pyrazol-l-yl]benzenesulf on amide 

4- ; 5- ( 1-Cyclchexenyl ; -3 - ; dif lucromethy 1 ) 
-lA'-pyrazol-l-yi; cer.zenesulf onanide (Example 142; (C.31 g, 
0.3S mmol) was dissolved in ethanol (15 mL) , 10% palladium 
cn charcoal was added, and the suspension was stirred at 
room temperature under hydrogen (36 psi) for 18.25 hours. 
The reaction was filtered through ceiite , and the ethanol 
removed in vacuo to give a white solid, which was 
recrystaliized from methylene chloride/ iscoctane (0.31 g, 
99%': mp 199 -203 = C; 1h MMR iace:one-d 6 ' 3 CO MKz 8.05 (d, 
J=S." 7 Hz, 2H; , 7 . 50 '. d , J=S.5 Hz , 2H) , 6.69 ! t , J=55.0 Hz 1 
H;, 6.47 is, IK) ( 5.02 :hr s, 2H) , 2.67 (m, 1H) , 1.71- 
1.3S;m, 5HJ , 1.24-1.43 :m f 5H) ; ^FNMR (acetone-ds) 300 
MHz: -112.86 id: . 
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Example 171 

C /° 




5 4 - [5- ( 4 -Chlor ophenyl ) - 3 -hydroxyme thy 1 - 1H -pyra zo 1 - 1 - 

yl] benzenesulfonamide 

4 - [ 4 - ( Ammosul f onyl ) phenyl -5 - ( 4 -chlorcphenyl i - 
IH-pyrazole- 3 -carboxy 1 ic acid (Example 83} (3.8 g, 10 mr.ol) 

1C and tetrahydrofuran (ICO mL) were stirred at room 

temperature during the dropwise addition of 1 . 0M borane- 
tetrahydrof uran complex (30 mL, 30 mmol) . The mixture was 
heated to reflux for 16 hours. The solution was cooled and 
methanol was added dropwise until gas evolution ceased. 

15 Ethyl acetate {100 mL) was added and the mixture was washed 
successively with IN hydrochloric acid, brine, sat. aq. 
scdium bicarbonate solution, and water, dried over 
magnesium sulfate, filtered and concentrated. The 
resultant product was recrys tail i zed from ethanol : water t z 

20 yield 2.6 g (71%; of a white solid: mp 192-194 C C; l H NKR 
( d s - 2KB 0 / 3 C 0 MK z ) 7.31 id, J=S.7Hz, 2KJ , ^.46 (d, J=8 . 4Hz, 
2H), 7.42 (brs, 2H) , 7.40 (d, J=S.7Hz, 2K), 7.26 <d, 
J=3.4Hz, 2H) , 6.63 (s, lH) , 5.35 (t, J=8.0Kz, 1H) , 4.50 (d, 
J=8.0Hz. 2H) . Anal. Calc'd for C i 6 Hi 4 N6S0 2 Cl : C, 52.32; H , 

25 3. 38; M, 11.55. Found: C, 52.91; K , 3.33; M, 11.50. 
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Example 172 




5 4-[5-Phenyl-3-(3 -hydr oxyp ropy 1 ) - 

lH-pyrazol-l-yl]benz enesul f onamide 

A 50% dispersion of sodium hydride in mineral 
oil (4.0 g, 10C mmol) was twice washed with hexane ( iOO niL 
.0 each) and dried under a stream of nitrogen. Ether (3 30 mL i 
was added followed by dropwise addition of ethanol (0.25 
mL) and y-butyrciacccne (4.0 mL , 52 mmol). The mixture was 

cooled to 10*C and acetophenone (5.8 mL, 50 mmol} in ether 
(40 mL) was added drcpwise ever 1 hour. The mixture was 

15 warmed to 25 'Z and stirred cvernight. The mixture was 

cocied to 0'C and quenched with ethanol (5 mL' followed by 
1C% aqueous ammonium sulfate (100 mL). The organic 
solution was separated, dried over Na2SC4 and concentrated. 
The residue was chroma tographed on silica gel with 1:1 

20 hexane/ethyl acetate tc give the desired diketone (3.4 g< 
as an cil. Pyridine '0.34 mL , 4.2 mmol) and the diketone 
;7C0 rag, 3.4 mmol) in methanol (3 mL) were added to a 
slurry of 4 -sul f onamidcpheny lhydr azine-HCl (750 mg, 3.4 
mmol) in methanol (8 mL) . The mixture was stirred at 25'C 

2 5 cvernight and cencent rated in vacuo. The residue was 

dissolved m methylene chloride and the solution washed 
with IN HCl. The organic solution was separated, dried arc 
concentrated. The residue was chromato graphed cn silica 
gel using ethyl acetate to give the desired pyrazoie ^435 

30 mg) as a sul^d: Anal . caic ' d for Ci8Hici; 3 03S : C, 60.49; 
K ( 5.36; N, 1 1 . 7 5 . Found: C, 50.22; H, 5.63; K , 11.54. 
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Example 17 3 




C H 



F 



5 



4 - [ 5 - ( 4 - Fluor o phenyl ) - 3 - ( 3 -hydr oxyp ropy 1 ) - 
lH-pyrazol-l-yl]benzenesulfon amide 



Following the procedure cf Example 172, but 
substituting 4 - f luorcacetophenone for acetcphenone afforded 
0 4- [5- ' 4- f luorophenyl) -3- { 3 -hydroxypropy 1 ) - iH-pyrazol - 1- 
yl ] benzenesul f onamide . Anal, caic'd for C13H18N3O3SF • 0 . 25 
K20: C, 55.90; H, 4.91; N, 11.05. Found: C, 5 6.80; H, 
4.67; N, 11.02. 



4 - [ 4 - ( Amino eul fonyl ) phenyl] -5- (4- f luorophenyl ) - 
?. lH-pyrazole] - 3-propanoic acid 

Jcnes reagent '0.64 mL of a 2.67 m solution) was added 
dropwise to a solution of 4 - [ 5- ( 4- f luorophenyl ; -3 - ' 3 - 
hydroxypropy 1 ) -lH-pyrazol-l-yl ] benzenesul fcnamide f ror. 
5 Example 173 (295 mg, 0.7S mmcl) in acetone ! 3 rtL) . The 



5 



Example 



174 




O H 



F 
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mixture was stirred a: 2 5'C fcr 2 hours. The solution was 
filtered and the filtrate concentrated in vacuo. The 
residue was dissolved m ethyl acetate and washed with 
water (3x) . The organic solution was dried ever MgS04 and 
concentrated. The residual oil was crystallized from 
ether/hexane to give the desired acid (149 mg) : mp 180- 
132"C; Anal, calc'd fcr C13H16N3O4SF : C, 55.52; H, 4.14; 
K, 1C.79. Found: C, 55.47; K, 4.22; >J, 10.50. 



10 Example 17 5 



H 2 NS0 2 ' 




4- (3-lsobutyl-5 -phenyl - 1H -pyrazo 1 - 1- 
15 yl ) benzenesul f onamide 

Step 1: Preoaraticn of 2 , 3 -ecoxv-5-mechvi-i -phenvi-3 - 

2D To a solution of 5 -me thy 1-1 -phenyl- l-hexen-3 -one 

(2.0 g, 10.5 mmol) in 15 mL EtOK and 5 mL acetcne was added 
a rr.ixture of 30% hydrogen peroxide (2 mL) and 4 N NaOH (1.5 
mL) drepwise and the mixture stirred at 2 5'C for 1-3 hours. 
Water (50 mL) was added and the precipitate filtered and 

25 dried at 4C'C i.t vacuo to provide 1.9 g of the epoxide as a 
white solid: Anal, calc'd for Ci3Hi602«C.l H2C: C, 75.77; 
H, ~ . 92 . Found: Z , 75.47; H, 7.56. 

Step 2: Preparatio n of 4- ( 3 - i sohutv 1- 5 -ohenvl -1H- 
3C pyra^ol-: -vl > benzenesulf onamide 
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The epoxide prepared abcve m Seep 1 (1.26 g, 
6.11 mmol; and 4 - sulf onamidepheny lhydrazine hydro chic ride 
il.33 g, 6.17 mmel) were stirred in 2C ml EcCH with Ac OH 
(0.5 mL) and the mixture refluxed for 3 hours, cooled and 
5 quenched with 50 mL H20. The aqueous layer was extracted 
with ethyl acetate (3x50 mL) , the combined extracts were 
dried ever MgS04 and concentrated. Flash chromatography 
using 70:30 hexane/ethyl acetate provided the title 
compound (0.41 g, 19%) as a white solid: Calcd for 
10 C19H21N3O2S: C, 64.20; K, 5.96; N, 11.32. round: C, 
64.31; H, 6.29; N, 11.73. 

Example 17 6 




Ethyl 3- [1- [4- ( amino sulf onyl ) phenyl ] - 5 -phenyl - 1H - 
pyrazol - 3 -yl ] -2 -cyano -2-propenoate 

2 0 Step 1: Preparation of 4 - f 3 - formvl - 5 -phenyl- 1H- 
pvrazcl-l -vi: benzenesul f onamide 

To a solution of the alcohol prepared in Example 
131, Step 3 (1.1 g, 3.3 mmoi) in ethyl acetate (20 mL) was 

25 added MnC 2 (5 c, 50 mmol; and the mixture stirred at room 
temperature overnight. The mixture was filtered through 
Celite and the solution was concentrated to provide the 
crude aide h v d e 
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prepare icr, o; s^hyl 3-r:- r 4- 

j 'aminosulf cnvll phenyl ] - 5 -phenyl -lH-ovrazo 1-3- 
yJJ -2 -cvanc -2-cropenoate 



5 To a solution cf the aldehyde from Step 1 (1.2 

g, 3.6 mmol) in benzene (13 mL) was added ethyl 
cyanoacetate (0.36 mL, 3.6 mmol ) , ammonium acetate (50 mg , 
0.7 mmcl) and glacial acetic acid (0.17 mL, 2.8 mmol). The 
solution was heated at reflux for 18 hours, cooled, and 

1C partitioned between water and ethyl acetate. The organic 
solution was washed with a saturated aqueous sodium 
bicarbonate solution, water and brine. The organic 
solution was dried and concentrated. The residue was 
c;u o:nduuy i aphed on silica (40% hexane in ethyl acetate) tc 

15 give the desired product {1.0 g, 66%): Anal, calcd for 
C21K1SN4O4S: C, 59.82; H , 4.30; N , 13.22. Found: C, 
59.70; K, 4.29; N, 13 .26. 

Example 177 




4- [5- ( 4 -Cklorophenyl ) -3- 
[ [ ( pheay line thoxy ) imino ] me thyl ] -lH-pyrazol-1- 
25 yl ] benzenesulf onamide 

To a suspension cf 220 mg (0.58 mmol) 4- [5- (4- 
chlorophenyl ) -3 - f ormy 1 -lH-pyrazol- 1 -yl ] benzenesulf onamide 
(prepared as described in Example 176, Step 1) in 
30 dichloromethane (3 mL) was added pyridine (0.12 mL, 1.3 

mmol) and O-benzy Ihyroxylamine hydrochloride (110 mg, 0.68 
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rrjr.oi; and Che reaction stirred at rcoir, temperature for 18 
hours. The mixture was partitioned between pH 7 buffer an 
dich lor erne thane and the organic layer was washed with 
water, dried and concentrated. Flash chromatography on 
5 silica gel (2:1 hexane/EtOAc ) provided the title compound 
(151 mg, 56%): mp 158-159"C; Anal, calc ' d for 
-22H19N4O3SCI -C . 25 H20: C, 53.59; H, 4.17; N, 11.33. 
Found: C, 53.43; H, 4.03; N , 11.85. 

C The following compounds in Table VIII were prepared 

according to procedures similar to that exemplified in 
Examples 171-177, with the substitution of the appropriate 
starting material. 
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5 4- [4, 5-Dihydro-3- ( tr if luoromethy 1 ) -lff- 

benz [g] indazol-l-yl] benzene sulfonamide 

Step 1: Preparation of 2 - tr if luoroacetvl - 1 -tetralone , 

ID A 250 mL one necked round bottomed flask 

equipped with a reflux condenser, nitrogen inlet and 
provisions for magnetic stirring was charged with ethyl 
trif luorcacetate (28.4 g, 0.2 mol) and 75 mL of ether. To 
this solution was added 48 mL of 25% sodium methoxide in 

15 methanol [0.21 mol). A solution of 1-tetralone '29.2 g, 

0.2 mcl) m 5 0 mL of ether was added over about 5 minutes. 
The reaction mixture was stirred at rcom temperature for 14 
hours and was diluted wih 100 mL of 3N HC1. The phases 
were separated and the organic layer was washed with 3N 

20 HCi, and with brine, dried over anhydrous MgS04 , filtered 
and concentrated in vacuo. The residue was taken up in 70 
mL of boiling ethanol/water and cooled to rocm temperature, 
whereupon crystals of 2-trif luoroacetyl-1 -tetralcne formed 
which were isolated by filtration and air dried to give 

2b pure compound [22 g, 81%): mp 48~49 = C; lH NMR CDC1 3 5 2.8 

■ m. 2H* , 2.5 (m, 2H) ( ".2 id, j - 3.0 Hz, LH , 7.35 ;m, 

IK - , 7.50 ;m, IK', 7.93 (m, 1H) ; 1? F NMK CDCI3 5 -" 7 2.C. EI 

GC-XS M* - 242 . 
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5C 2 : Preparat ion cf 4 - f 4 , 5 -dihvdro- 3 - 

(trif luorcmethvi: -lH-be nz [ c" indazol-l- 
yl 1 benzer.esul f onamide , 



5 A IOC mL one necked round bottomed flask 

equipped with reflux condenser, nitrogen inlet and 
provisions fcr magnetic stirring was charged with 2- 
trif iuorcacety tetralone from Step 1 (1.21 g, 5.0 mmol ) , 
4-sulf onamidophenylhydrazine hydrochloride (1.12 g, 5.0 

0 mmol) and 2 5 mL cf absolute ethanoi . The solution was 
warmed to reflux for 15 hours and concentrated in vacuo. 
The residue was dissolved in ethyl acetate, washed with 
water, and with brine, dried over anhydrous MgS04, filtered 
and rp.nnpnrratpd in vacuo. The residue was recrystallized 

5 from a mixture of ethyl acetate and iscoctane to give 1.40 
g, 71% of pure product: np 257-258°C; lH NMR ( CDC1 3 /CD3OD, 
4:1) 5 2.7 (m, 2H) , 2.9 (m, 2H) , 6.6 (m, 1H) , 6.9 (m, lH) , 

7.1 (m, 1H) , 7.16 (m, 1H) , 7.53 (m, 2H) , 7.92 (m, 2H) ; 1»F 
NKR (CECI3) 5 -52.5. FAB-MS M+H = 394. 

~\ 

Example 18 8 




4- [4, 5-Dihydro-7-methyl-3- (trifluoromethyl) - 1H- 
benz [g] indazol-l-yllbenzenesulf on amide 

Stec 1. Prepara tion of o-methvl-2- 

(r.rif lucroacetvi: tetralcr.e , 

Ethyl trif luoroacetate (5.33 g, 37.5 mmol) was 
dissolved in ether (53 mL) and treated with a sodium 
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methcxide solution (25% in methanol, 9.92 g, 45.9 mmcl) 
followed by 6 -me thy itetraione (5.94 g, 37.1 mmcl}. The 
reaction was stirred at room temperature for 6.1 hours then 
treated with 3N HC1 (20 mL) . The organic layer was 
5 collected, washed with brine, dried over MgS04 , and 

concentrated in vacuo to give a brown cil (9.09 g) that was 
used in the next step without further purification. 

£-ep 2, Preparation of 4- [ 4 , 5-riih Y d ro-7 -me-hvl - }- 

10 (trifluoromethvl) -iH-benz LflJ ; nHA?n1 -j - 

y11 fcenzenesulf snarcide ■ 



4-Sulf onamidophenylhydrazine hydrochloride (1.8C 
g. 8.C mmol) was added to a stirred solution of the 

15 dikecone from Step 1 (1.86 g, 7.3 mmol} in ethancl (10 ml). 
The reaction was heated to reflux and stirred for 14.8 
hours. The reaction mixture was cooled and filtered. The 
filtrate was concentrated in vacuo, dissolved in ethyl 
acetate, washed with water and with brine, dried over MgS04 

2 0 and reconcentrated in vacuo to give the pyrazole as a brown 
sclid (1.90 g, 64%) : 

mp 215-218°C. : H NMR (acetone-d 6 ) 300 MHz 3.10 (d, 2H) , 
7.80 td, 2H) , 7.24!s, 1H) , 6.92 (d, IK), 6.79 (br s, 2K) , 
6.38 (d,lH), 3.02 (m, 2H] , 2.85 (m, 2K) , 2.30 Is, 3H) . 19 F 
25 NMK (acetone-d6) 282 MHz -62.46 (s) . High resolution mass 
spectrum Calc'd. for C19H17F3N3O2S : 408.C994. Found: 
403.0939 . 



The following compounds m Table IX were prepared 
3 0 according to procedures similar to that exemplified in 

Examples 137-18S. with the substitution cf the appropriate 
ester . 
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Example 19 6 

NH - 




5 

4 - [ 4 , 5 -Dihydro-3 - ( trif luoromethyl ) - 1H thieno [3,2- 
g] indazol-l-yl3benzenesulfonamide 

Stec 1. Preparation of 4-keto-4 , 5 , 5 , 1 - 

ID tetrahvdrothianaohthene , 

4- ( 2 -Thienyl) butyric acid (28.42 g, 167 mrcol) 
was placed in a round bottom flask with acetic anhydride 
(3C mL) and phosphoric acid (0.6 mL ) , and heated to reflux 

15 for 3.2 hours. The reaction mixture was pcured in:c 10C mL 
of water, extracted with ethyl acetate, washed with brine, 
dried over MgSO*.. and concentrated in vacuo to give a brown 
oil ;22.60 g) which was vacuum distilled i 1mm Hg, 10 7 - 
115°C) to give a white solid (13.08 g, 51%:: mp 34-4C°C) ; 

20 l K NMR (CDC1 3 ) 300 MHz 7 .29 (d, J = 5.2 Hz, 1H) , 6.99 (d, 

J = 5.2 Hz, 1H) , 2.95 (t, J=6.0 Hz, 2H) , 2.4 7 :m, 2H) , 2.13 Im, 
2H) . M+H = 153 . 

Ste p 2 . Preparation of 4-keto-4 . 5 , 6 , 7 - tetrahvdro- 5 - 

25 ' trif luoroacetvl ) thianaohthene . 

Ethyl tr i f lucroa cet at e "11.31 g. 53.1 mmoi was 
dissolved in ether (50 mL) and created with a sodium 
methcxide solution (25% in methanol, 15.35 g, 34.9 mmclS 
X followed by 4 -keto-4 , 5 , 6 , 7 - tetrahydrcthianaphthene trcm 
Step 1 (12.57 c, 82.6 mmol) dissolved in ether >;25 mL'i . 
The reaction was stirred for 69.4 hours a: room 
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temperature, then treated with 3N HCl (4C mL) . The organic 
layer was collected, washed with brine, cried over MgS04, 
and concentrated in vacuo to give a brown solid which was 
recrystallized from ether/hexane to give the diketone 
5 (10.77 g, 52%) as brown needles; mp 54-64 c C; X K NMR (CDCI3) 
300 MHz 15.80 (s, 1H) , 7.41 (d, J=5.2 Hz, 1H) , 7.17 (d, 
J=5.2 Hz, 1H) , 3.04 (m, 2H) , 2.91 (m, 2H) ; 19 F NMR (CDCI3) 
282 MHz -70.37 (s). M+H=249. 



ID Step 3. Preparation of 4- [ 4 , 5-dihvdro- 3 - 

(trif luoromethvl) -1H thieno [ 3 . 2 -al indazol-1- 
yl 1 benzenesul f onamide . 



4-$ul f onamidophenylhydrazine hydrochloride (2.35 
15 g, 10.6 mmol) was added to a stirred solution of the 

diketone from Step 2 (2.24 g, 9.0 mmol) in ethanoi {20 mL) . 

The reaction was heated to reflux and stirred 14.7 hours. 

The reaction mixture was filtered and washed with ethanoi 

and with water to give the desired pyrazole as a white 
20 solid {2.69 g, 75%): mp 283-290°C; *H NMR (acetone-d 6 ) 3 CO 

MHz 8.12 (d, J=8.7 Hz, 2H) , 7.83 (d, J=8.7 Hz, 2H) , 7.27 
(d, J=5.2 Hz, 1H) , 5.81 (br s, 2H) , 6.59 (s, J=5.4 Hz,lH), 

3.18 (m, 2H) , 3.01 (m, 2H; ; 19 F NMR (acetone-dg) 282 MHz 

-62.46 (s) . High resolution mass spectrum Calc'd. for 
25 C16H12F3N3O2S2: 399.0323. Found: 399.0280. 
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Example 197 




5 4 - [5 - ( 4 -Chlorophenyl ) -4 -chloro- 

lK-pyrazol-l-yl ] benz enesu 1 f onamide 

Step 1. -Preparation of 3- r4--(.cfrloro ) phenyl 1 - pr opane- 

1, 3-di.Qne.. 

ID 

Ethyl formate (8.15 g, 0.11 mol) and 4'- 
chloroacetophenone (15.4 g, 0.1 mol) were stirred in ether 
(15C rrU at room temperature. Sodium methoxide (25% ) 
(23.77 g, 0.11 mol) was added dropwise. The mixture was 

15 stirred at room temperature for 16 hours and was then 

treated with 150 mL of IN hydrochloric acid. The phases 
were separated and the ethereal solution washed with brine, 
dried over magnesium sulfate, filtered and concentrated in 
vacuo to afford 18.3 g of a yellow oil. The resulting 

20 crude mixture was used directly in the next step without 
p irj.f ication. 



S-ec 2, Preparation of 4- f5- (4-chlorophenvi) -ik- 

uvrazol-l-vllbenzenesulf cnamidg . 

25 

3 - [4- (Chloro)phenyl ] -propane-1 , 3-dicne frorr. Step 
1 (13.3 g, 0.1 mol; and 4 -suif onamidophenyihydrazine 
hydrochloride (22.4 c, 0.1 mcl) were dissolved in ISO mT. r.f 
absolute ethancl and heated to reflux for 16 hours. The 
30 solution was cooled to room temperature, diluted with 100 
mL of water and let stand, whereupon crystals of pyrazole 
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formed chat were isolated by filtration to provide 8.4 g 
(25%) of a white solid: rrp 185-187°C; : H NMR (CDCI3/3OO 
MHz) 7.69 (d, J=8.7Kz, 2H) , 7.76 (d, J=1.8Hz, 1H! , 7.43 
(d,J=6.7Hz, 2K) , 7.34 (d, J=8.7Hz / 2H) , 7.17 (d, J=3.7Hz, 
5 2H; , 6.53 (d, J=1.8Hz, IKS, 4.93 (brs, 2H) . Anal. Calc'd 
for C15H12N3SO2CI: C, 53.97; E, 3.62; N, 12.59. Found: C, 
54.38; H, 3.57; N , 12.64. 

Step 3 , Preparation of 4 - f 5- ( 4 -chioroohenvl 1-4 -chloro- 

10 lH-pvrazol-l-vl 1 benzenesulf onamide . 

4- [ 5- (4-Chlorophenyl ) -lH-pyrazol-1- 
yl 1 benzenesulf onamide from Step 2 (3.0 q, 9 mmoi) was 
dissolved in 50 mL of acetic acid, and 9 mL of 1M chlorine 

15 in acetic acid was added dropwise. The mixture was stirred 
for 16 hours when sat. aq. sodium bicarbonate solution was 
slowly added until the mixture was neutral to pH paper. 
The mixture was extracted with ethyl acetate (3 X 50 mL) , 
combined and washed with sat. aq. sodium bicarbonate and 

23 with brine, dried ever r.agnesium sulfate, filtered, and 
concentrated. The resultant product was recrystallized 
from isopropanol to yield 2.6 g (78%) of a white solid: mp 
168-171°C (dec); X H NMR (DMSO-D 6 /303 MHz) 8.08 (s, 1H) , 
7.83 <d, J=8.7Hz, 2K) , 7,55 (d, J=8.7Hz, 2H) , 7.46 (brs, 

25 2H), 7.44 (d, J=8.7Hz, 2H) , 7.35 (d, J=8.7Hz, 2H} . Anal. 
Calc'd for C15H11N3 SC 2 C1 2 : C 43.93 ; K, 3.01; N, 11.41. 
Found: C, 49.01; H, 2.9"; N, 11.41. 
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Example 19 8 



H 2 NS0 2 ' 




F 



4- (4-Fluoro-5-phenyl - lH-pyrazol - 1 - 
yl ) benzene sulfonamide 



Step 1; Preparation of 2-f lyoroflcetophenone 



ID 



To a solution of 2 -hydroxyacetophenone (2.5 g, 



18.4 mmol) in 100 mL CH2CI2 at -78*C, was added triflic 
anhydride (10 g, 35.4 mmol) followed by 2 , 6- lutidine (4.1 
mL, 35.4 mmol) and the nux:ure stirred at -78'C for 50 
minutes. The mixture was poured into CH2C12 and water and 

15 the CH2CI2 layer separated, washed with brine, dried over 
Na2SC4 and concentrated to a peach solid. To a solution of 
the crude triflate in 10C mL THF was added 35 mL of IN 
tetrabutylammonium fluoride in THF . The mixture was 
refluxed for 15 minutes, cooled and poured into ether and 

23 water. The ether layer was separated, washed with brine, 
dried over Na2S04 and concentrated. Flash chromatography 
on silica gel using 20:1 hexane/EtOAc furnished the cc- 
fiuoroketone (0.352 g, 33.5%). 

25 Ste p 2; Preparation of 4- (4-f luorc - 5 -pner.v 1-1H- 



A solution of 2- f luoroacetophenone (200 mg, 1.45 
mmol} in 2 mL dimethyl f ormamide-dimethylacetal was refluxed 
X for IS hours. The mixture was cooled and concentrated to 
give the crude enammoketone . Without further 



pyrazol 



-1 -vl ) benzenesulf onamide 
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purification, the enammoketone was treated with 4 - 
sulf onamidopheny 1 hydrazine hydrochloride (0.34 g, 1.52 
mmol) in 10 mL EtOK at reflux for 17 hours. The mixture 
was cooled, filtered and the filtrate concentrated to a 
5 yellow gum. Flash chromatography using a gradient of 5:1 
to 2:1 hexane/EtOAc provided 0.11 g of a yellow solid: 
Recrystallization from ether/hexane gave the product as a 
pale yellow solid, mp 194-194. 5*C; Anal, calc'd for 
Cl5Hi2N3C2SF*0.2 H20: C, 56.14; H, 3.89; N, 13.09. Found: 
ID C, 55.99; H, 3.65; N, 12.92. 



15 



Example 199 



o o 



HUN' 





CF 3 



Cl 



4- [5- ( 4 -Chlorophenyl ) -3- ( trif luoromethyl) - 
4 -chloro- lH-pyrazol - 1 -yl ] benzenesul f onamide 



A 100 mL three-necked round-bottomed flask 
20 equipped with reflux condenser, gas dispersion tube and 

provisions for magnetic stirring was charged with 4 - [ 5 - ( 4 - 
chlorophenyl) -3 - trif luoromethyi-lH-pyrazol-1- 
yl] benzenesulf onamide (Example 1) (500 mg, 1.2 mmol) and 50 
mL of glacial acetic acid. The solution was stirred at 
25 room temperature and treated with a stream of chlorine gas 
for a period of 15 minutes. The solution was then stirred 
at room temperature for 1.25 hours and then diluted with 
10!) mL- of war or. The solution was then extracted three 
times with ether and the combined ethereal phase washed 
30 with brine, dried over MgS04, filtered, and concentrated in 
vacuo to give a white solid that was recrystali ized from 
ether/petroleum ether to provide 39C mg (75%) of 4- [5- (4- 



WO 95/15316 



PCT/US94/ 12720 



154 

chlorophenyl ) -4-chloro-3 -trif lucromethyl-lH-pyrazol-1- 
yl ] benzenesulf onamide : mp 180-182°C; 1h NMR (CDCI3 /300MHz ) 
7.97 (d, J=6.6Hz, 2H) , 7.49 [d, J=6.3Kz, 2H) , 7.45 (d, 
j=6.3Hz, 2H) , 7.25 (d, J=6.6Hz, 2H) , 5.78 (brs, 2H) . 

Example 20 0 




10 4 - [4 -Fluoro-5 -phenyl - 3 - ( t r i f luoromethyl ) - 1H- 

pyrazol- 1-yl ] benzenes ul f onamide 

1; Preparation of 4 , 4 . 4-trif l uoro-l-phsnvl - 

butane-1 . 3-dione 

15 

To a solution of 2- f luoroacetophenone from Step 
1 of Example 198 (0.48 g, 3.4 mmol) in 25 mL TH? at -73*C, 
was added IN lithium bis ( trimethy lsilyl ) amide (4 mL) and 
the mixture stirred at -78 *C for 45 minutes. 1- 

2C (Trif lucroacetyl) imidazole (C.65 mL, 5.7 mmol) was added 

and the mixture stirred at -78 'C for 30 minutes and at 0'C 
for 30 minutes. The mixture was quenched with 0.5 N HCl, 
poured into ether and water, and the ether layer separated, 
washed with brine, dried over Na2S04 and concentrated. 

25 Flash chromatography on silica gel using a gradient of 1C : 1 
to 4:1 hexane/EtOAc furnished the 1,3-diketcne (0.34 g, 
4 3%) . 



20 



Preparation of 4- f 4-f luoro- 5 -chenvl -3 - 

irifluoramethyl-IH-cyrazQl-l- 
yllbenzer.esulf onamide 
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The diketone from Step 1 (0.34 g, 1.45 mmol) was 
treated with 4 -sulf cnamidcphenyl hydrazine hydrochloride 
(0.35 g, 1.56 mir.ol) in 15 mL EtOH at reflux for 15 hours. 
5 The mixture was cooled, filtered and the filtrate 

concentrated to a yellow gum. Flash chromatography using 
3:1 hexane/EtOAc provided 0.28 g of a yellow solid. 
Recrystallization from CH2Cl2/hexane gave the product as a 
pale yellow solid: Anal, calc'd for C16H11N3O2SF4 : C, 
10 49.87; K, 2.88; N, 10.90. Found: C, 49.79; H, 2.88; N, 
1C . 81. 

Example 201 




4- [4 -Methyl -5 -phenyl -3- ( tr i f luoromethy 1 )-lH- 
pyrazol- 1-yl] benzene a ul f onamide 

2C Step 1: Preparation of 2 -methyl - 1-pheny 1 - 4 , 4 , 4 - 
tr if luorobutane-1 . 3 -dione 

To a solution of propiophenone (965 mg, 7.2 
mir.ol) in THF C20 n&) at -7 8°C was added sodium 

25 bis i trimethy lsilyl ) amide i7.9 mL of a 1M solution m THF'. 
The solution was kept at -76°C for C.5 hour and then warmed 
tc -20°C over 1 hour. The solution was cooled to - 7 3°C and 
1 - [ trif lucroacetyl ! im dazcle ■ 1 . ^ g .. 9.1 mmc 1 ) in THF (4 
mL) was added via cannula. The solution was warmed to room 

30 temperature and stirred overnight. The mixture was 

partitioned between IN HC1 and ether. The organic solution 
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was dried (Na2S04 ! and concentrated :c give the crude 
diketone (1.9 g) . 

Stea 2\ ?reoara:ion of 4 - [ 4 -meth yl = 5 -pheny 1 - ] - 

E ( tnf luoromethy 1 ) -lH-pyrazol-l -y 1 1 

benzenesulf pnamide 

The diketone from Step 1 was dissolved in 
absolute ethanol (25 mL) and 4-sulf onamidophenylhydrazine 

ID hydrochloride (2.0 g, 9.0 mraol) was added. The mixture was 
heated at reflux for 19 hours. Volatiles were removed in 
vacuo and the residue dissolved in ethyl acetate. The 
organic solution was washed with water and brine, dried and 
concentrated. The residue was chromatocraphed cn silica 

15 (2:1 hexane/ethyl acetate) to give the title pyrazole (1.52 
g, 49%): mp 145-146'C; Calc 1 d for C17H14N3O2SF3 : C, 53.54; 
K , 3.70; N, 11.01. Found: C, 53.41; H, 3.66; N , 10.92. 

Example 2 02 




4- [4 -Ethyl -5- ( 3 -methyl -4 -ma thoxypheny 1 ) -3- 
(trifluoromethyl) -lH-pyrazol-1- 
yl]b en zene sulfonamide 

£- SP I: Prepa ration q£ 4 -methsxy - ? -me~ h y Ibu Tzr ooh » nor* e : 



To a suspension of aluminum chloride (1C.3 g, 
X 1 77.2 mmol) in dichloromethane (40 mL) at 0 °C was added 
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dropwise a solution of 2 -methylanisole (5.3 rnL, 35.3 mmcl) 
and butyric anhydride (5.8 mL, 3 5.3 mir.ol) . The reaction 
solution was kept at G°C for 2 hours and then waned to 
room temperature and stirred overnight. The reaction 
5 solution was poured into cone. HC1 (9 mL) and ice water (30 
mL) . The reaction was extracted with dichloromethane and 
the organic layer was washed with 2N NaOH and brine, dried 
and concentrated. The residue was chroma tographed on 
silica (9:1 hexane: ethyl acetate) to give the desired 
10 product (5.2 g, 77 %; . 



Stess 2 and 2 ; Preparation of 4- f4-etfr/l-5- i3-methyl-4- 

methiQx^henYl^ -3- (trif lucromethvl) 

pvrazol-1 -v 1 1 benzenesulf onamide : 

15 

The title compound was prepared from the 
butyrophenone in Step 1 using the procedure described in 
Example 201, Steps 1 and 2: mp 135-136'C; Calcd for 
C20H20N3O3SF3 : C, 54.65; H, 4.59; N, 9.56. Found: C, 
23 54.11; H, 4.38; N\ 9.43. 

Example 203 




15 

4- [4-Cyclopropyl-5 -phenyl- 3- (trifluoro methyl) - 
lH-pyrazol-l-yl]benzene8ulfonamide 



Step 1: Preparation cf 2 -cvcloprcpvlacet ophenor.e ; 

30 
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To a suspension of sodium cyanide [1.8 g, 37.0 
mmol) in dimethyl sulfoxide (20 mL) at 60°C was added 
dropwise (bromomethyl ) cyclopropane (5.0 g ; 37.0 mmol). The 
addition was done at such a rate to keep the temperature of 
5 the reaction at 60°C. After the addition was completed, 
the reaction mixture was heated at 80°C for 15 minutes. 
The mixture was cooled and partitioned between ether and 
water. The organic solution was washed with IN HC1 and 
water, dried and concentrated. The residue was dissolved 

ID in ether (5 mL) and added to a solution of phenyl 

magnesium bromide (25 mL of a 3M solution in ether) in 
ether (20 mL) and benzene (25 mL) . The reaction mixture 
was stirred at room temperature for 20 hours, then poured 
into a IN HC1 solution and stirred for 1.5 hours. The 

15 organic solution was separated and the aqueous solution 

extracted with dichlorcmethane . The organic solution was 
dried and conce^ ted . The residue was chromatographed on 
silica (9:1 hexanerethyl acetate) to give the desired 
product (2.0 g, 34%) . 

2C 

steps 2 and 3 ; Preparation of 4- f 4-CYC_lQcrQpyl-5-phgnvl- 

3- j trif luoromethvl) -lH-pvrazol-1- 
yJL 1 benzenesulf onamide : 

25 The title compound was prepared from the 

acetophenone in Step 1 using the procedure described in 
Example 201), Steps 1 and 2: mp 173-174 'C; Calc'd for 
C19HI6N3O2SF3 : C, 56.01; K, 3.96; N, 10.31. Found: C, 
55.85; H, 3.78; N, 10.19. 

30 
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Example 204 




5 4- [4-hydroxymethyl-5-phenyl-3- ( t r i f luoromethy 1 ) - 
lH-pyrazol-l-yl] benzene sulfonamide 

sr.ep 1: Prpraration of 4 - [ 4 -bromomethvi- 5 -phenyl - 3 - 
f r-rif lucroiP.ftr-hvl) -lH-Pvrazol-1- 
10 y 1 1 benz engsulfonamide : 

To a solution of 4- [ 4 -methyl-5-phenyl-3 - 
(trif luoromethyl ) -lK-pyrazol-l-yl]benzenesulf onamide 
prepared in Example 201 (500 mg, 1.3 mmol) in carbon 

15 tetrachloride (9 mL) and benzene (4 mL) was added N- 
bromosuccinimide (285 mg, 1.6 mmol). The mixture was 
irradiated with a sunlamp for 3.5 hours. The reaction 
mixture was partitioned between dichloromethane and water 
and the organic solution was dried and concentrated to give 

20 the desired product, 412 mg (69%) . 

s-pp 2: Pre paration of 4 - [ 4 - f oiwl - 5 -phenyl -3 - 
f tirif luor^ mfir - hv l 1 -lH-nvrazRl-1- 
yll hen zer .e sulfonamide ; 

To a solution of the compound prepared in Step 1 
(3 62 mg, 0.7 9 mmc 1 ; m dimethyl sulfoxide -7 mL) was added 
ccliidine (0.14 ml, 1.0 mmol! . The solution was heated at 
12 0°C for 3 hours and then kept at overnight at room 
30 temperature. The reaction solution was partitioned between 
ethyl acetate and water and the organic solution was washed 
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with water, dried and concentrated . The residue was 
chromatographed (1:1 hexane: ethyl acetate) to give the 
desired product (205 mg , 66%). 

5 Stea 3; Preparation of 4 - f 4-hvdroxvmethy 1 -5 -ohprvl -1 - 

(trif luoromethvl) -lH-pvrazol-1- 
yll benzenesulfonamifle; 



To a solution of the aldehyde prepared in Step 2 
ID (165 mg, 0.41 mmol) in methanol (3.5 mL) at 0°C was added 
sodium borohydride (16 mg, 0.41 mmol). The reaction 
solution was kept at 0°C for 2.5 hours. The reaction was 
quenched with the addition of an aqueous 1M KHSO4 solution 
(3 ml/ ) . The mixture vac extracted with dichlorcme*"ha T ^ ,cv 3,r ^ 
15 the organic solution dried and concentrated. The residue 
was chromatographed on silica (1:1 hexane: ethyl acetate) to 
give the desired product (36 mg, 46 %): m.p. 179-180°C; 
1 H NMR d 7.91 (m, 2H) , 7.53-7.40 (a, 5H) , 6.75 (s, 2H) , 
4.53 (d, 2h, J = 5.C Hz), 4.30 (t, 1H # J = 5.0 Hz). 

20 

Example 2 05 




25 4- { 4 -Chloro - 3 - i sobuty 1 - 5 - pheny 1 - 1 H -py ra zol - 

l-yl)benzenesulfonamide 



To a solution of trie ^yrazoie prsparsc in 
Example 175 (C.15 g, 0.42 mmol) in CH2CI2 (10 mL) was added 
30 an excess of sulfuryl chloride slowly at room temperature. 
The mixture was stirred at rcom temperature for 2 hours, 
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quenched with water and the aqueous layer extracted three 
time with methylene chloride. The combined organic layers 
were dried over MgSC4 and concentrated to give an oil which 
was purified by flash chromatography on silica gel using 
5 70:30 hexane/ethyl acetate as eluent to give the desired 
compound: KRMS m/z 339.0970 (calc'd for C19H20CIN3SC2 , 
389 .0965) . 

The following compounds in Table X were prepared 
1C according to procedures similar to that examplified in 

Examples 197-205, with the substitution of the appropriate 
starting material. 
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5 4 - [ 4 -Chloro-3 -cyano- 5 - [4 - ( f luoro ) phenyl ] ) -1H- 

pyrazol-l-yl] -N- [ ( dimethylamino ) methylene J 
benzenesulfonamide 



Increasing the polarity of the eluant used in 
10 the purification in Example 234 to 60% ethyl acetate, 

upon concentration of the appropriate fractions, yielded 
4- [4 -chloro-3 -cyano- 5- [4- ( flucro) phenyl ] ) -lH-pyrazol- 1- 
yl] -N- [ (dime thy iamino) methylene] benzenesulfonamide (0 . 485 
g, 15%) : High Resolution Mass Spectrum (MLi+) calc'd: 
15 438.0779. Found: 433.0714.' Elemental analysis calc'd 

for C19H15N5C2FCIS: C, 52.84: H # 3.50: N, 15.22; CI, 8.21; 
S, 7.42. Found: C, 52.76; H, 3.52; N, 16.12; CI, 8.11; S, 
7.35. 




4- [4-Bromo-3-cyano-5 -phenyl - 1H -pyrazo 1 - 1 -y 1 ] - H- 
25 [ ( dimethy lamino ) methylene ] benzene sul f onamide 
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Similarly , 4 - [ 4 -bromo-3 -cyano- 5 -phenyl - 1H- 
pyrazcl-l-yi ] -N- [ ( dimethylamino ) methylene] 
benzenesulf onamide was isolated from the purification of 
5 Example 235 (0.153 g, 28%): High Resolution Mass 
Spectrum (M+) caic'c: 457.0208. Found: 457.0157. 
Elemental analysis calc'd for Ci9H 16 N50 2 BrS : C, 49.79: H, 
3.52: N, 15.28; Br, 17.43; S, 6.99. Found: C, 49.85; H, 
3.56; N, 15.10; Br, 17.52; S, 6.87. 

10 

Example 261 




/ 

H 2 N 



15 4-[l-(4-Fluorophenyl)-3- { trif luoromethyl) - 

IH-pyrszol - 5 -yl ] benz en esul f onamide 

sren 1: Preparatio n of N . N-bis ( 4 -methoxvber.zvl ] - 4 - 
(aminosul f anvil acetochenone . 

20 To a solution of 4 - ( amino sulf onyl ) acetophenone 

(2.0g, 9.0 mracl) in dimethylsulf oxide (25 mL) was added 
sodium hydride (450 rag, 19.0 mmol) . The reaction mixture 
was stirred for 45 minutes and then 4-methoxybenzyl 
bromide (3.5 g, 19.0 mmol) in dimethylsulf oxide (5 mL) 

25 was added via cannula. The mixture was stirred at room 
temperature for 24 hours and partitioned between ethyl 
acetate and pH 7 buffer. The acfjeous solution was 
extracted with ethyl acetate. The organic solution was 
dried (MgS04) and concentrated. The residue was 

30 chromatographed on silica (2:1 hexane: ethyl acetate) to 
give the desired product (815 mg, 21%) . 
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Step 2; Preparation of N.N-bis f 4-methoxvbenzvl j -4- 

[ 1- M-f luorophenvl' -3 - tri f luoromp- hv 1 - 1 R- 

5 

To a 25% sodium methoxide solution in methanol 
(0.2 mU was added ethyl trif luoroacetate (75 mg , 0.53 
mir.ol) and the protected acetophenone from Step 1 (23 5 mg, 
0.53 mmol) . TKF (0.5 mL) was added and the reaction 

10 mixture was heated at reflux for 2 hours and then stirred 
at room temperature overnight. The mixture was 
partitioned between ether and IN HCl solution. The 
organic solution was dried and concentrated to give the 
crude diketone (279 mg) , which was diluted with absolute 

15 ethanol (2.5 mL) . To this slurry was added pyridine (49 
mg, 0.62 mmol) and 4 - f luorophenylhydrazine hydrochloride 
(80 mg, 0.50 mmol) . The mixture was stirred at room 
temperature for 2 4 hours and concentrated in vacuo. The 
residue was dissolved in methylene chloride and washed 

20 with IN HCl. The organic solution was dried and 

concentrated. The residue was chromatographed on silica 
(3:1 hexane: ethyl acetate) to give the protected pyrazole 
(159 mg, 51%) . 

25 SUSP 3 ; Preparation of 4- fl- (4-f luorophenvl ) -3 - 

trifiuprQinet^Yl-lK-PYra2ql-5- 
Yl 1 be^zenesulf gnamije. , 

To a solution of the protected pyrazole (50 mg, 
30 0.08 mmol) in acetonitrile (1 mL) and water (0.3 mL) was 
added eerie ammonium nitrate !360 mg, C.65 mmol) . The 
reaction solution was kept at room temperature for 16 
hours. The solution was poured into water 115 mL) and 
extracted with ethyl acetate (2 x 25 mL) . The combined 
35 extracts were dried (MgS04) and concentrated. The residue 
was chromatographed on silica (2:1 hexane: ethyl acetate) 
to give the desired product (13 mg, 42%): NMR (CD3OD) 
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7.88 (d,2H), 7.45 (d, 2H) , 7.39 (dd, 2H> , 7.21 (t, 2h) 
7 .06 (s, 1H) . 




MeO 



4 - [ 1 - ( 4 -methoxyphenyl ) - 3 - ( trif luoromethyl ) -1H- 
pyrazol - 5 -y 1 3 benzenesul f onamide 

The wi-le compound was prepared using the 
procedure described in Example 261: HRMS m/z 397.0702 
(calc'd for C17H14N3O3SF3 , 397.0708). 



15 

BIOLOGICAL EVALUATION 

Rat: Carrageenan Foot Pad Edema Test 

2 0 The carrageenan foot edema test was 

performed with materials, reagents and procedures 
essentially as described by Winter, et al., {Proc. 
Soc. Exp. Biol. Med., Ill, 544 (1962)). Male 
Sprague-Dawley rats were selected in each group so 

2 5 that the average body weight was as close as 

possible. Rats were fasted with free access tc 
water for over sixteen hours prior to the test. 
The rats were dosed orally (1 ml/) with compounds 
suspended in vehicle containing 0.5% 

30 methylcellulose and 0.025% surfactant, or with 
vehicle alone. One hour later a subplantar 



WO 95/15316 



PCT/US94/12720 



176 

injection of C.l mL of 1% solution of 
carrageenan/sterile 0.9% saline was administered 
and the voiome of the injected foot was measured 
with a displacement piethysmcmeter connected to a 
5 pressure transducer with a digital indicator. 

Three hours after the injection of the carrageenan, 
the volume of the foot was again measured. The 
average foot swelling in a group of drug-treated 
animals was compared with that of a group of 

1C placebo-treated animals and the percentage 

inhibition of edema was determined (Otterness and 
Bliven, Laboratory Models for Testing NSAIDs, in 
Non-steroidal Ant i -Inflammatory Drugs, (J. 
Lombardino, ed. 1985)). The % inhibition shows the 

15 % decrease from control paw volume determined in 
this procedure and the data for selected compounds 
in this invention are summarized in Table I. 

Rat Carrageenan-induced Analgesia Test 

20 

The analgesia test using rat carrageenan 
was performed with materials, reagents and procedures 
essentially as described by Har greaves .. e: a 1 , .. 
{Pain, 32, 77 (1988)). Male Sprague-Dawley rats were 

25 treated as previously described for the Carrageenan 
Foot Pad Edema test. Three hours after the injection 
of the carrageenan, the rats were placed in a special 
plexiglass container with a transparent floor having 
a high intensity lamp as a radiant heat source, 

3 0 positionable under the floor. After an initial twenty 
minute period, thermal stimulation was begun on 
either the injected foot or on the contralateral 
umnjected foot. A photoelectric cell turned off the 
lamp and timer when light was interrupted by paw 

3 5 withdrawal. The time until the rat withdraws its foot 
was then measured. The withdrawal latency in seconds 
was determined for the control and drug-treated 
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groups, and percent: inhibition of the hyperalgesia 
foot withdrawal determined. Results are shown in 
Table XI. 

5 TABLE XI . 

RAT PAW EDEMA ANALGESIA 

% Inhibition % Inhibition 

3 lOmcr/kj body weight 9 30mc/kci body weight 

10 Examples 



15 



20 



25 



30 



1 


44 


94 


2 


35 


38 


58 


36 


65 


59 


25 


41 


60 


49 


39 


82 


22* 




86 


42* 




98 


2* 




117 


32 




129 


47* 




170 


18* 




171 


14 


37 


188 


•j 




19" 7 


45* 


27 


199 


35 





* Assay performed at 3 3 r.q/kcr body weight 



Evaluation of CCX I and COX II activity in vitro 



The compounds of this invention exhibited 
inhibition in vitrc of COX II. The CCX II 
inhibition activity of the compounds of this 
invention illustrated in the Examples was 
35 determined by the following methods. 
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a. Preparation of recombinant cox 
baculcvi ruses 

A 2.C kb fragment containing the coding 
5 region of either human or murine COX- I or human or 
murine COX-li was cloned into a BamHl site of the 
baculovirus transfer vector pVL1393 (Invitrogen) to 
generate the baculovirus transfer vectors for CCX-I 
and COX-II in a manner similar to the method of 

10 D.R. O'Reilly et al (Baculovirus Expression 

Vectors: A Laboratory Manual (1992)). Recombinant 
baculoviruses were isolated by transfecting 4 ^g of 
baculovirus transfer vector DNA into SF9 insect 
cells (2xl0e8) along with 200 ng of linearized 

15 baculovirus plasmid DNA by the calcium phosphate 
method. See M.D. Summers and G.E. Smith, A Manual 
of Methods for Baculovirus Vectors and insect Cell 
Culture Procedures, Texas Agric. Exp. Station Bull. 
1555 (1987). Recombinant viruses were purified by 

2C three rounds cf plaque purification and high titer 
(1CE7 - 10E3 pfu/ml) stocks of virus were prepared. 
For large scale production, SF9 insect cells were 
infected in 10 liter fermentors (0.5 x 10 6 /ml) with 
the recombinant baculovirus stock such that the 

25 multiplicity of infection was 0.1. After 72 hours 
the cells were centrifuged and the cell pellet 
homogenized in Tris/Sucrose (50 mM: 25%, pH 8.0) 
containing 1% 3 - [ (3- 
chol ami do propyl ) dimethylammonic] -1- 

3 0 propanesulfonate (CHAPS) . The homogenate was 

centrifuged at 10,0C0xG for 30 minutes, and the 
resultant supernatant was stored at -8D°C before 
being assayed fcr COX activity. 
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b. Assay for COX I and COX II activity: 

CCX activity was assayed as PGE2 
fcrxed/jig protein/ time using an ELISA to detect the 
5 prostaglandin released. CKAPS-solubilized insect 
cell membranes containing the appropriate COX 
enzyme were incubated in a potassium phcsphate 
buffer (50 mM, pH 8.0) containing epinephrine, 
phenol, and heme with the addition of arachidonic 

10 acid (10 nM) . Compounds were pre-incubated with the 
enzyme for 10-2C minutes prior to the addition of 
arachidonic acid. Any reaction between the 
arachidonic acid and the enzyme was stopped after 
ten minutes at 37°c/room temperature by 

15 transferring 40 \il of reaction mix into 160 \ii 
ELISA buffer and 2 5 nM indomethacin. The PGE2 
formed was measured by standard ELISA technology 
(Cayman Chemical) . Results are shown in Table XII. 
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TABLE XII. 



Human COX II Human COX I 





Example 


ID^n UM 


IP.50-liM 


5 


1 


. J. 


18 




2 


<.l 


15 . 0 




3 


< . 1 


>100 




4 


. 6 


37.5 




5 


<. 1 


6.3 


10 


6 


. 2 


78.7 




7 


14 


>1C0 




8 


37.7 


>100 




9 


. 1 


55.2 




10 


2.7 


>100 


lb 


12 


20 


>100 




55 


22 


77 . 9 




55 


<. 1 


11.7 




57 


47.9 


>100 




53 


<. 1 


5.7 


20 


59 


<.l 


26.8 




60 


<. 1 


.£ 




82 


< . 1 


1.1 




84 


<. 1 


65.5 




85 


73 . 6 


>100 


25 


86 


. 5 


>100 




95 


6 . 5 


>100 




97 


96 


>100 




98 


<. 1 


1.7 




117 


.3 


>100 


30 


128 


1.1 


>100 




129 


< . 1 


13 . 5 




120 


3 . 6 


12 . 5 




121 


*} 


>100 




128 


. 5 


< . 1 


3b 


17 C 


.1 


> 1 0 J 




1 ■? i 
.i. / 


. 9 


>100 




172 


4.2 


>100 
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TABLE XII (cont.) 






Human COX II 


Human COX I 


Examole 


lD5_n um 


IDso \M 


173 


4.7 


> 10 0 


174 


3 . 5 


100 


175 


66.9 


>100 


175 


.3 


>100 


187 


1.1 


13 . 6 


183 


.2 


19.8 


196 


.6 


4.1 


197 


<. 1 


3.4 


193 


4.2 


56.5 


199 


< . 1 


<.l 


200 


<1 


. 5 


201 


<1 


2.2 


202 


<.l 


91 


203 


27 


>100 


204 


6.7 


>100 


205 


<.l 


2.1 


259 


1.1 


>100 


250 


1.1 


>10C 


*> C 1 


< . 1 


< . 1 


262 


<.l 


<.l 




Also embraced within this 


invention is a 



of pharmaceutical compositions comprising one or more 
compounds of Formula I in association with one or more 
ncn-toxic, pharmaceutical^ acceptable carriers and/cr 

3 0 diluents and/or adjuvants (collectively referred to 

herein as "carrier" materials) and, if desired, other 
active ingredients. The compounds of the present 
invention may be administered by any suitable route, 
creferably in the form: of a pharmaceut ical composition 

3 5 adapted to such a route, and in a dose effective for the 
treatment intended. The compounds and composition may, 
for example, be administered mtravascularly , 



WO 95/15316 



PCT/USSM/12720 



1S2 

intrapentcneally , subcutaneous ly , intramuscularly or 
topically . 

For oral administration, the pharmaceutical 
5 composition may be in the form of, for example, a tablet, 
capsule, suspension or liquid. The pharmaceutical 
composition is preferably made in the form of a dosage 
unit containing a particular amount of the active 
ingredient. Examples of such dosage units are tablets cr 
10 capsules. The active ingredient may also be administered 
by injection as a composition wherein, for example, 
saline, dextrose or water may be used as a suitable 
carrier . 

15 The amount of therapeutically active compound 

that is administered and the dosage regimen for treating 
a disease condition with the compounds and/or 
compositions of this invention depends on a variety of 
factors, including the age, weight, sex and medical 

20 condition of the subject, the severity of the disease, 
the route and frequency of .administration , and the 
particular compound employed, and thus may vary widely. 
The pharmaceutical compositions may contain active 
ingredient in the range of about 0 . 1 to 2 000 mg , 

25 preferably in the range of about 0 . 5 to 5C0 mg and most 
preferably between about 1 and 100 mg . A daily dose of 
about C.01 to 100 rug /kg body weight, preferably between 
about 0.1 and about 50 mg/kg body weight and most 
preferably from about 1 to 2G mg/kg body weight, may be 

3C appropriate. The daily dose can be administered in one tc 
four doses per day. 

For therapeutic purposes, ire compounds ci this 
invention are ordinarily combined with one or more 
55 adjuvants appropriate to the indicated route of 

administration. If administered cer os , the compounds may 
be admixed with lactose, sucrose, starch pcwder, 
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cellulose esters of aikanoic acids, cellulose a Iky I 
esters, talc, stearic acid, magnesium stearate, magnesium 
oxide, sodium and calcium salts of phosphoric and 
sulfuric acids, gelatin, acacia gum, sodium alginate, 
5 polyvinylpyrrolidone, and/or polyvinyl alcohol, and then 
tabieted or encapsulated for convenient administration. 
Such capsules or tablets may contain a controlled-release 
formulation as may be provided in a dispersion of active 
compound in hydroxypropylmethyl cellulose. Formulations 

10 for parenteral administration may be in the form of 
aqueous or non-aqueous isotonic sterile infection 
solutions or suspensions. These solutions and suspensions 
may be prepared from sterile powders or granules having 
one or more of the carriers or diluents mentioned for use 

15 in the formulations for oral administration. The 

compounds may be dissolved in water, polyethylene glycol, 
propylene glycol, ethanol, corn oil, cottonseed oil, 
peanut oil, sesame oil, benzyl alcohol, sodium chloride, 
and/or various buffers. Other adjuvants and modes of 

20 administration are well and widely known in the 
pharmaceutical art . 

Although this invention has been described with 
respect to specific embodiments, the details of these 
25 embodiments are not to be construed as limitations. 
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what is claimed is: 



1. A compound of Formula I 



5 




(I) 



wherein P> is selected from aryl and heteroaryl, 
wherein R 1 is substituted at a substitutable position 
with one or more radicals selected from sulfamyl, halo, 
10 alkyl, alkoxy, hydroxyl , haioalkyl and 



wherein R^ is selected from hydrido, halo, alkyl, 
haioalkyl, cyano , nitro, formyi, carboxyl, alkoxy, 
15 aminocarbonyl , alkoxycarbony 1 , carboxyalkyl , 

alkoxycarbony lalkyl , amidino, cyanoamidino , cyanoalkyl, 
alkoxycarbonylcyanoalkenyl , aminocarbonyl alkyl , N- 
alky 1 amino carbony 1 , N-arylaminocarbony 1 , N,N- 
dialkylammocarbcnyl , N-alkyl-N-ary 1 ami no carbony 1 , 

2 0 cycloalkyiaminocarbcnyl , heterccyclicaminocarbcnyl , 

carboxyalkylaminocarbonyl , 

aralkcxycarbonyl alkyl aminocarbonyl , alkylcarbonyl , 
alkylcarbonylalky 1 , hydroxyalkyl , haloaralkyl , 
carboxyhaloalky 1 , alkoxycarbony lhaloalkyl , 
25 aminocarbonylhalcalkyl , alkylaminocarbony lhaloalkyl , N- 
alkylamino, N, N-dialkyl amino , N-arylamino, N- 
aralkyiamino , N-aiky 1-N-aralky lamino , N-alkyl-N- 
ary 1 amine , ammcaikyl, N-alky iaminoaikyi , N,N- 
di alky lair.inoa Iky 1 , N-ary iammc alkyl , N- 

3 3 aralkylaminoaikyl , N-alkyl-N-aralkylamir.caiky 1 , M- 

alkyl-N-arylamincaikyi , aryioxy, araikoxy, aryithio, 
aralkylthio, aikyithio, alkylsulf inyl , alky lsul f onyl , 
N-alkylaminosulf onyl , N-ary laminosulf onyl , 



9. .0 H D B 
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arylsulf onyl , N, N-dialkylammosulf onyl , N-alkyl-N- 
arylaminosuif onyl , heterocyclic , 



5 




wherein R^ is selected from hydrido, alkyl, hale, 
haloalkyi, cyanc, nicro, formyl, carbcxyl, 
a Ikoxycsrbcny 1 , car boxy alkyl , alkoxycarbonvlalk^l , 

10 amidino, cyanoamidino , aminocarbony 1 , alkoxy, N- 

alkylamino, N, N-dialky 1 ami no / aminocarbony la Iky 1 , N- 
a 1 ky 1 ami nocarr^: yl , N-arylaminocarbonyl , N,N- 
dialkylaminocarbenyl ( N-alkyl-N-arylaminocarbonyl, 
alkylcarbonyl , alkylcarbonylalkyl , hydroxyalkyl , 

15 aikylthio, alkylsulf inyl , alkylsulf onyl , N- 

a Iky 1 amino sulf ony 1 , N-arylaminosulf onyl , arylsulf onyl , 
N, N-dialky lamincsulf onyl , N- alkyl -N-arylaminosulf onyl , 
cycloalkyl, heterocyclic, heterocyclicalkyl and 
aralkyl ; 

20 wherein R 4 is selected from aralkenyl, aryl, 

cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 
is optionally substituted at a substitutable position 
with one or mere radicals selected from halo, 
alkylthic, alkylsulf inyl , alkyl, alkenyl, 

25 alkylsulf onyl i cyanc, carboxyl, alkoxycarbony 1 , 
aminocarbony! , N-aiky laminocarbcnyl , N- 

arylaminocarbcnyl , N, N-dialky laminocarbonyl , N-alkyl-N- 
arylarr.inocarbony 1 , haloalkyi, hydroxyl, alkoxy, 
hydroxyalkyl. ha 1 o alkoxy . sulfamyl, N- 
3D alky laminosulf onyl , amino, N-alky 1 amino , N,M- 

dialkylammo, heterocyclic, cycloalkylalkyl , nitro, 
acylammo, 
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R' 



R 




and 




or wherein R- 3 and R 4 together form 



5 




wherein m is 1 to 3 , 



inclus ive ; 



wherein A is selected from phenyl and five or six 



ID membered heteroaryl; 

wherein R 5 is alkyl; 

wherein R^ is one or more radicals selected from 
halo, alkylthio, alkylsulf inyl , alkylsulf onyl , cyano, 
carboxyi, alkoxycarbonyl , amino car bony 1 , N- 
15 alkylaminocarbonyl, N-arylaminocarbonyl , alkyl, 
alkenyl , N, N-dialkylaminocarbonyl , N-alkyl-N- 
arylaminocarbonyl , haloalkyl, hydride, hydrcxyl, 
alkoxy, hydrcxyaiky 1 , haloalkoxy, sulfamyl, N- 
aikylaminosulf onyl , amino , N-alkyi amino, N, N- 
20 dialkylamino , heterocyclic, cycloalkylalkyl , nitro and 
acylamino; and 

wherein R 7 is selected from hydrido, alkyl, aryl 
and aralkyl; 

provided R 2 and R^ are not identical radicals 

2 5 selected from hydrido, carboxyi and ethoxycarbonyl ; 

further provided that R 2 is not carboxyi or methyl when 
R^ is hydride and when R 4 is phenyl; further provided 
that R 4 is net triazolyi when R 2 is methyl; further 
provided that is not aralkenyi when R 2 is carboxyi. 

3 j ammocarbonyl or ethoxycarbonyl; further provided that 

R 4 is not phenyl when R 2 is methyl and R 2 is carboxyi; 
further provided that R 4 is not unsubst ituted thienyl 
when R 2 is tr if luorcmethyl ; and further provided that 
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R* is aryl substituted with sulfamyl or R° is sulfamyl, 
when R 1 is phenyl no: substituted with sulfamyl; 

or a pharmaceutically-acceptable salt thereof. 

5 2. Compound of Claim 1 wherein R 1 is 

selected from aryl selected from phenyl, naphthyl and 
biphenyl, and five- or six-membered heteroaryl, wherein 
r! is substituted at a subst itutable position with one 
or more radicals selected from sulfamyl, halo, lower 
10 alkyl, lower alkcxy. hydroxy 1, lower haloalkyl and 

— s-n=c-n ; 

V 

wherein R^ is spTprr.pd from hydrido. halo, lower 
alkyl, lower halcalkyl, cyano, nitre, fonnyl, car boxy 1 , 

15 lower alkoxy carbeny 1 , lower carboxyalkyl ( lower 

alkoxycarbcnylalkyl , amidino, cyanoamidino , lower 
cyanoalkyl, lower alkoxycarbonylcyanoalkenyl , 
aminocarbonyl, lower alkoxy, lower aryloxy, lower 
aralkoxy, lower aminocarbonylalkyi , lower N- 

20 alkyiaminocarbonyl, N-arylaminccarbonyl , lower N,N- 
dialkylaminocarbcnyl, lower N-alkyl-N- 

arylaminocarbonyl , lower cy cloa Iky 1 amino car bony 1 , lower 
heterccyclicaminocarbonyi , lower 
carboxyalkylaminocarbonyl , lower 
2 5 aralkoxycarbonylalkylaminocarbonyl , lower haloaralkyl, 

lower carbcxyhaloalkyl, lower alkoxycarbonyihaloalkyl , 

lower aninocarbonylhaloalkyl , lower 

alkylaminocarbcnylhaloalkyi, lower alkylcarbony 1 , lower 
alkylcarbonylalkyl, lower alkylammo, lower N,N- 

2C dialkylamino , N- aryl amino , lower N-aralky lamino , lower 
N-alkyl-N-aralkylairJ.no , lower N - alky 1->J- aryl amine , 
lower ammoalkyl, lower N-alkylaminoaikyi , lower N,N- 
dialkyle^noalkyi. lower N-arylaminoalkyl , lower N- 
aralkylaminoaikyl, lewer N-alkyi -N- araiky laminoalkyl , 

35 lewer N-alkyl-N-ar/laainoalkyl , arylthio, lower 

aralkvlthic, lower hydroxyalkyl , lower alkylthio, lower 
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alkylsulf inyi, lower alkylsulf onyl , lower N- 
aikylammosulfonyl , N-arylaminosulf onyl , arylsulf cnyi ( 
lower N, N-dialky lammosulf onyl , lower N-alkyl-N- 
arylaminosulf onyl , heterocyclic , 

5 




wherein R J is selected from hydrido, lower aikyi, 
10 halo, lower haioalkyl, cyano , nitro, f crmyl , carboxyl, 
lower alkoxycarbonyl , lower carboxyalky 1 , lower 
alkoxycarbonylalkyi , amidino, cyanoamidino , 
ammocarbonyl , lower alkoxy, lower N-aikylamino , lower 
N,N-dialkylamino, lower aminocarbonylaikyl , lower N- 
15 alkylaminocarbonyl , lower N-arylaminocarbcnyl , lower 
N , N-dialky 1 amino car be nyl , lower N-aikyl-N- 
ary 1 amino c arbeny 1 , lower alky Icarbcnyl , lower 
alkylcarbcnylalkyl , lower hydroxyaikyl . lower 
alkylthio, lower alkylsulf iny 1 , lower alkylsulf onyl , 
20 lower N-alkylaminosulf onyl , N-arylaminosulf onyl ( 

arylsulf onyl , lower N, N- dial ky 1 aminosul f onyl , lower M- 
alkyl -N-arylaminosulf onyl , lower cycloalkyl, 
heterocyclic, lower heterocyclicalkyl and lower 
aralkyl; 

25 wherein R 4 is selected from lower araikenyl, 

aryl, lower cycloalkyl, lower cycicalkenyl and five to 
ten membered heterocyclic; wherein R 4 * is optionally 
substituted at a substi tut able position with one or 
mere radicals selected from halo, lower alkylthio, 

3 0 lower alky lsulf inyl , lower alkyl, lower alkenyl, lower 
alkylsulf onyl, cyano, car boxy 1, lower alkoxycarbonyl, 
aminocarbonyl , lower N-alkylaminocarbony 1 , N- 
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ary 1 amino c arbcny 1 , lower N, N-dialky 1 amino earbonyl , 
lower N-alkyi-N-arylaminccarbonyl, lower haloalkyl, 
hydroxy 1, lower alkoxy, lower hydroxy alky 1 . lower 
haloalkoxy, sulfamyl, lower N-alkylamincsuif ony 1 , 
amino, lower N-aikyiamino, lower N, N-dialky lammo , 
five- or six-membered heterocyclic, lower 
cycioalky lalkyl , nitre, acylamino, 



R' rC 
I I 

,N NH2 ; 



Y ' and ' Y 

0 s 

or wherein and R 4 together form 

(CH 2 ) , 



15 wherein m is 1 to 3 , inclusive; 

wherein A is selected from phenyl and five or six 
membered heteroaryi; 

wherein R 5 is lower alkyl; 

wherexn R~ is one or more radicals selected from 
20 halo, lower aikyithic, lower alkylsulf inyl , lower 

alkylsulf onyi , cyano, car boxy 1, lower alkoxycarbonyl , 
aminocarbonyl , lower N-aikylaminocarbonyl , N- 
aryl amino earbonyl , lower alkyl, lower aikenyl, lower 
N, N-dialky laminocarbony 1 , lower N-alkyl-N- 
25 ary 1 amino car bony 1 , lower haloalkyl, hydride, hydroxy 1 , 
lower alkoxy, lower hydroxyalkyl , lower haioalkoxy, 
sulfamyl, lower N-alky 1 amino su If onyl , amino, lower N- 
alkylamino, lower N , N-dialky 1 ami no , five- cr six 
metered heterocyclic, lower cycioalky lalkyl , nitre and 
3 0 acylamino; and 

wherein r" is selected from hydride, lower alkyl, 
ary 1 and lower aralkyl; 

or a pharmaceutically-acceptable salt thereof. 
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5. Compound cf Claim 2 wherein R 1 is phenyl, 
wherein R* is substituted at a subst i tutable position 
with one or mere radicals selected from sulfamyi, 
b halo, lower aikyi, lower aikoxy, hydroxy 1 , lower 
haioaikyl and 

9..P H .R 5 

— S— N=C-N 

V 

wherein R 2 is selected from hydrido, lower alkyl, 
lower haioaikyl, cyano, carboxyl, lower a lkoxycarbony 1 , 
10 lower carboxyalkyl , lower cyanoalkyl, lower 

alkoxycarbonylcyanoaikenyl , lower haloaralkyl, lower 
carboxyhaloalkyl , lower alkoxycarbony lhaloalkyi , lower 
aminocarbonylhaloalkyl , lower 

alky laminocarbony lhaloalkyi , lower N-alky lamino , lower 
15 N, N-di a Iky lamino , N-arylamino , lower N-aralkylamino , 
lower N-alkyl-N-ara. 1 ky lamino , lower N-alky 1-N- 
ary lamino, lower aminoalkyl , lower N-alky laminoalkyl, 
lower N, N-dialky laminoalkyl , lower N-arylaminoalkyl , 
lower N-aralkylaminoalkyl , lower N-alkyl-N- 
20 aralky laminoalkyl , lower N-alky 1 -N-ary laminoalkyl , 

aryloxy, lower aralkoxy, lower aikoxy, lower alkylthio, 
aryithio, lower aralky Ithio, aminocarbony 1 , lower 
ammocarbonylalkyi , lower N-alky laminocarbony 1 , N- 
ary lamino car bony 1 , lower N , N-dialky laminocarbony 1 , 
25 lower N-alkyl -N-ary laminocarbony 1 , lower 
cycloalky laminocarbony 1 , lower 
c arboxya Iky lamino carbonyl , lower 

aral koxycarbonyl alky laminocarbony 1 , lower hydroxyalky 1 , 
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wherein R- is selected from hydrido, lower aikyl, 
5 halo, cyano, lower hydroxyalkyl , lower aikylthic, lower 
alkylsulf inyl, lower alkylsulf onyl, lower alkoxy, lower 
N-aikylaminc , lower N, N-dialkylamino , lower N- 
alkylaminosulf onyl , N - ary 1 amino su If onyl , arylsulf onyl , 
lower N. N-dialky lammosulf onyl , lower N-alkyl-N- 

10 arylaminosulf onyl and lower cycloalkyl; 

wherein R 4 is selected from lower aralkenyl, 
ary 1 , lower cycloalkyl, lower cycloalkenyl and five to 
ten membered heterocyclic; wherein R 4 is optionally 
substituted at a substitutable position with one or 

15 more radicals selected from halo, lower aikylthic. 

lower alkylsulf inyl , lower aikyl, lower alkenyl, lower 
alkylsulf onyl , cyano, carboxyl, lower alkoxycarbonyl , 
amino carbony 1 , lower haicaikyi, hydroxy 1, lower alkoxy, 
lower hydroxyalkyl, lower haloaikoxy, sulfamyl, lower 

20 alkylamincsulf onyl , amine, lower N-alkylamino , lower 
N, N-dialky lamino , five or six membered heterocyclic, 
lower cyclcalkylaikyl , nitro, 




or wherein R 3 and R 4 together form 




wherein m is 2; 
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wherein A is selected from phenyl and five cr six 
rr.e inhered hetercaryl; 

wherein R 5 is lower alkyl; 

wherein R^ is one or more radicals selected from 
5 halo, lower alkylthio, lower alky lsulf my 1 , lower 
alkyl, lower aikenyl, lower alkylsulf onyl , cyano, 
carboxyl, lower alkoxy carbony 1 , aminocarbony 1 , lower 
haloalkyl, hydroxyl, lower alkoxy, lower hydrcxy alkyl , 
lower haloalkoxy, sulfamyl, amino, lower N-alkylaminc , 
1C lower N, N-dialky lamino , lower cycloalky lalkyl and 
nitro; and 

wherein R 7 is selected from hydrido, lower alkyl, 
aryl and lower aralkyl; 

or a pharmaceuticaily-acceptable salt thereof. 



15 



20 



4. Compound of Claim 3 wherein is phenyl, 
wherein is substituted at a subst itutable position 
with one or more radicals selected from sulfamyl, 
halo, lower alkyl, lower alkoxy and 

— S-N = C-N ; 



wherein R 2 is selected from hydrido, lower alkyl, 
lower haloalkyl, cyano, carboxyl, lower alkoxycarbcny 1 , 
lower carboxyalkyl , lower cyanoaikyl, lower 
alkoxycarbonylcyanoalkenyl , lower haioaralkyl, lower 

2 5 carboxyhaloalkyl , lower alkoxycarbonylhaloalkyl , lower 

aminocarbonylhaloalkyl , lower 

alkylaminocarbonylhaloalkyl , lower N-alky laminc , lower 
N, N-di alky lamino , N-arylamino, lower N-aralky laminc , 
lower N-alkyl-N-aralkylamino, lower N-alkyl-N- 

3 j arylaminc, lower ammoalkyl, lower N-alky lamino alky 1 , 

lcwer N, N- dia iky 1 ammoalkyl , lower N- aryl ammoalkyl , 
lcwer N-aralkylaminoalkyl . lower :;-alkyl-N- 
aralkylammoalkyl , lower N-alky 1-N-ary laminoa Iky 1 , 
lower alkoxy, aryioxy, lower araikoxy, lcwer alkylthio, 
3 5 arylthio, lower aralkylthio, aminocarbony 1 , lower 
aminocarbony lalkyl, lower N-alky laminc car bony 1 , N- 
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aryl amino car bony 1 , lower N, N-diaiky laminccarbcnyl , 
lower N-alkyl-N-arylaminocarbonyl , lower 
cy c 1 oa lkyl amine car bony 1 , lower 
carboxyalkylammocarbonyl , lower 
5 heterocyclicaminocarbonyl , lower 

araikoxycarbonylalkylaminocarbony 1 , lower hydroxyalky 1 , 




1C 

wherein R- 5 is selected from hydrido, lower alkyl, 
halo, cyano, lower hydroxyalky 1 , lower alkoxy, lower N- 
alkylamino, lower N, N-dialkylaminc, lower alkylthio, 
lower alkylsulf cnyl and lower cycloalkyl; 

15 wherein R 4 is selected from lower aralkenyl, 

aryl, lower cycloalkyl, lower cycloalkenyl and five to 
ten membered heterocyclic; wherein R^ is optionally 
substituted at a subst itutable position with one or 
more radicals selected from halo, lower alkylthic, 

20 lower alkylsulf inyl , lower alkyl, lower alkenyl, lower 
alkylsulf onyl , cyano, carboxyl, lower alkcxycarbonyl , 
amino c arbo ny 1 , lower haloalkyl, hydroxy 1, lower alkoxy, 
lower hydroxy alkyl , lower haioalkoxy, sulfamyl, amino, 
lower N-alkylaminc, lower N , N- di alky 1 amino , five or six 

25 membered heterocyclic, lower cycioalkylalky 1 , nitro. 
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wherein m is 2; 

wherein A is selected from phenyl and five 
5 membered heteroaryl; 

wherein R 5 is lower alkyl; 

wherein R^ is one or more radicals selected from 
halo, lower a Iky I, lower aikylsulf onyl , lower 
haioalkyl, lower alkoxy, sulfamyl, amino and nitro; and 
10 wherein R 7 is selected from hydndo, lower alkyl, 

aryl and lower aralkyl; 

or a pharmaceutically-acceptable salt thereof. 

5. Compound of Claim 4 wherein R 1 is phenyl 
15 substituted at a substitutable position with one or 

more radicals selected from halo, lower alkyl, sulfamyl 
and 

— s-n = c-n ; 

wherein R^ is selected from hydrido, lower alkyl, 
20 lower haioalkyl, cyano , carboxyi, lower aikcxycarbcny 1 , 
lower carboxyalkyl , lower cyanoalkyl, lower 
alkoxycarbonylcyanoalkenyl , lower haloaralkyl, lower 
carboxyhaloaikyi , lower alkoxycarbonylhaioaikyl , lower 
aminocarbonyihaloalkyl , lower 
25 alky lammocarbony lhaloalkyl , lower N-alky lamino , lower 
N, N-dialky lamino , N-arylamino , lower N-aralkylaminc , 
lower N-alkyl-N-araikylamino , lower N-alkyl-N- 
arylamino, lower aminoalkyl, lower N-alky lamincalky 1 , 
lower N, N-ci a Iky lamino alkyl , lower N-aryl aminoalkyl , 
3 0 lower N-araikylaminoalkyl , lower N-alky 1-N- 

ara Ik-/ lamincalky 1 , lower N-alkyl-N-arylamincalky 1 , 
lower alkoxy aryloxy, lower aralkcxy, lower alkylthio, 
arylthio, lower aralkylthio, aminccarbony 1 , lower 
aminccarbony laikyl , lower N-alkylaminocarbonyl , N- 
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arylammocarbcnyi , lower N , N'-dialky 1 amino carbcnyl , 
lower N-alky 1 -N-arylaminccarbony 1 , lower 
eye 1 oalkyl amino car bony 1 , lower 
carboxyalkylair.mocarbonyl , lower 
5 aralkoxycarbonyiaiky iaminocarbonyi , lower hydroxyalky i , 




10 wherein R 3 is selected from hydrido, lower alkyl , 

halo, cyano, lower hydroxyalky 1 , lower alkoxy, lower 
alkylthio, lower N-alky lamino , lower N, N-dialky lamino , 
lower alkylsulf onyl and lower cycloalkyl; 

wherein R 4 is selected from lower aralkenyl, 

15 aryl, lower cycloalkyl, lower cycloalkenyl and five to 
ten membered het erccyclic ; wherein is optionally 
substituted at a substitutable position with one or 
more radicals selected from halo., lower alkylthio, 
lower alkylsulf myl , lower alkyl, lower alkenyl, lower 

2C alky Isulf onyl , cyane, carbcxyl, lower alkoxycarbonyl , 

aminocarbonyl , lower haioalkyl, hydroxy 1, lower alkoxy, 
lower hydroxyalkyl , lower haloalkcxy, sulfamyl, lower 
alkylaminocarbonyl , amino, lower N-alky lamino , lower 
K, N-dialkylar.ino , five or six membered heterocyclic, 

25 lower cycloalkyl alkyl , nitre, 




wherein R s is lower alkyl; and 



WO 95/15316 



PCT/US94/12720 



196 

wherein R* 7 is selected from hydndo, lower alkyl, 
aryl and lower aralkyl; 
or a pharmaceutically-acceptabie salt thereof. 

5 6. Compound of Claim 5 wherein is phenyl, 

substituted at a substitutable position with one or 
more radicals selected from fluoro, chlorc, methyl, 
sulfamyl and 

Oo H ,CH 3 
— S-N=C-N ; 

CH 3 

10 wherein R^ is selected from hydrido, methyl, 

ethyl, isopropyl, tert-butyl, isobutyl, hexyl, 
f luoromethyl , dif luoromethyl , trif luoromethyl , 
chloromethy 1 , dichioromethyl , trichloromethyl , 
pentaf luoroethyl , heptaf luoropropyl , 

15 dif luorochloromethyl, dichlorof luoromethyl , 
dif luoroethyl , dif luoropropyl , dichloroethyl , 
dichloropropyl , cyano, carboxyl, methoxycarbonyl , 
ethcxycarbonyl , isopropoxycarbonyi , tert- 
butoxycarbonyl , propoxycarbonyl , butoxycarbonyi , 

2C isobutoxycarbonyl , p entoxy car bony 1 , acetyl, prcpionyl , 
butyryl, isobutyryl, valeryl, isovaleryl, pivaloyl, 
hexanoyl, trif luoroacetyl , cyanomehty 1 , 
ethoxycarbonylcyanoethenyl , 1 , 1-dif luoro-1 - 
phenylmethyi , 1 , 1-dif luoro-1 -pheny lethyl , 

25 dif luoroacetyl , methoxycarbonyldif luoromethyl , 

dif luoroacetamidyl , N, N-dimethyldi f luoroacetamidyl , N- 
phenyldif luoroacetamidy 1 , N-ethylamino , N- methyl ami no , 
N, N- dime thy lamino , N, N- diethyl amino , N-phenylammo , N- 
benzy lamino , N-pheny lethy lamino , N- methyl -N- 

3 0 benzylamino, N-ethyl -N-pheny laminc , N-methyl-N- 

phenylamino, aminomethyi , N-methy laminome thyl , N,N- 
dimethylamincmethyl , N -pheny lamino me thy 1 , N- 
benzy iaminomethy i , N-methyl-N-benzy laminomethyl , N- 
methyl -N-pheny laminomethy 1 , methoxy, ethoxy, phenoxy , 

3 5 benzyloxy, methylthio, pheny lthio, benzylthio, N- 

methyiurea , N-methy 1 thiourea , N-methylacetamidyl , urea , 
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ureamethyl, thiourea, thioureamethyl , acetamidy 1 , N- 
phenylthioureamethyl, N-benzylthioureamethyl , N- 
methylthioureamethyl, N-phenylureamethyl ( N- 
benzylureamethy 1 , N-methylureamethyl , N- 

methylacetamidylmethy 1 , aminocarbonyl , 
amino car bony lme thy 1 , N-methylaminocarbonyl , N- 
ethylaminocarbonyl , N-isopropylaminocarbonyl , N- 
propylaminocarbonyl , N-buty 1 aminocarbonyl , N- 
10 isobutyl aminocarbonyl , N- tert-buty laminocarbcnyl , N- 
pentylaminocarbonyl , N -phenyl aminocarbonyl , N, N- 
dimethylaminocarbonyl, N-methyl-N-ethylaminocarbonyl , 
N- (3-f luorophenyl) aminocarbonyl, N- (4- 
methy lpheny 1 ) aminocarbonyl , N- ( 3 - 

1 b cnioropheny 1 ) aminocarbonyl , N-methy 1 -N- ( 3 - 

chloropheny 1 ) aminocarbonyl , N- ( 4 - 
methoxyphenyl) aminocarbonyl , N-methyl-N- 
phenylaminocarbonyl , cy c lop entyl aminocarbonyl , 
cyclohexyl aminocarbonyl , carboxymethyl aminocarbonyl , 
20 benzyloxycarbonylmethylaminocarbonyl , hydroxypropyl , 
hydroxymethyl , and hydroxypropyl; 

wherein R^ is selected from hydrido, methyl, 
ethyl, isopropyl, tert-butyl, isobutyl, hexyl, fluoro, 
chloro, bromc, cyanc, methoxy, metrrylthio, 

2 5 methyisuifonyl, N-methy lamino , N-ethylamino , N,N- 

dimethylamino , N, N-diethylamino , cyclopropyl , 
cyclopentyl, hydroxypropyl, hydroxymethyl, and 
hydroxyethyl ; and 

wherein R 4 is selected from pheny lethenyl , 

3 0 phenyl, naphthyl, bipherryl, cyclohexyl, cyclopentyl, 

cycloheptyl, 1-cyclohexenyl , 2 -eye iohexenyl , 3- 
cyclohexenyl , 4 -eye Iohexenyl , 1-cyclopentenyl , 4- 
cyclopentenyl , benzofuryl, 2 , 3 -dihydrobenzof ury 1 , 
1,2,3, 4-tetrahydronaphthyl, benzothienyl , indenyl , 
35 indanyl, indolyl , dihydromdoly 1 , chromanyi, 
benzopyran, thiochromanyl , benzothicpyran, 
benzodioxolyl , benzodioxany 1 , pyridyl, thienyl, 
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ethyl 1- [4 - (amincsulf onyl) phenyl ] -5- ( 4 -chloropheny 1 ) - 

lK-pyrazole-3 -carboxylate; 
ethyl 1- [4- (aminosulf onyl ) phenyl ] -5- ( 4-methylphenyl ) - 

lH-pyrazole-3 -carboxylate; 
5 isopropyl l-[4- (aminosulf onyl) phenyl ] -5- (4- 

chlorophenyl ) - lH-pyrazole-3 -carboxylate ; 

N- [4-methylphenyl] -1- [4- (aminosul f onyl ) phenyl ] -5 - (4- 
f luorophenyl) -lH-pyrazole-3 -carboxamide ; 
10 N- [3 -chlorophenyl] -1- [4- (aminosulf onyl ) phenyl] -5- (4- 
f luorophenyl) -lH-pyrazole-3 -carboxamide ; 
N- [3 -f luorophenyl] -1- [4- ( aminosul fonyl) phenyl] -5- (4- 

f luorophenyl) -lH-pyrazole-3 -carboxamide; 
N- [3 -f luorophenyl] -1- [4- (aminosulf onyl ) phenyl ] -5- (4- 
15 chlorophenyl) -lH-pyrazole-3 -carboxamide ; 

phenylmethyl N- [ [ 1- [4- (aminosulf onyl ) phenyl] -5- ( 4- 

chlorophenyl ) -lH-pyrazol-3 -y 1 ] carbonyl] glycinate; 

4- [5- (4-bromophenyl) -3-cyano-lH-pyrazol-l- 
20 yl] benzenesulf onamide; 

4- [3 -cyano-5- ( 4- f luorophenyl) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4 - [ 5- ( 4 -chlorophenyl ) -3 -cyano- IH-pyrazol- 1 - 
y 1 ] benzenesul f onamide ; 
25 4- [3 - cyano-5 - (4-methoxyphenyl) - IH-pyrazol -1- 
yl] benzenesulf onamide; 
4- [3 - cyano-5- (4-methylphenyl) -IH-pyrazol- 1- 

yl ] benzenesulf onamide ; 
4- [3 -cyano-5- ( 4-methylthiophenyl ) -lK-pyrazol -1- 
30 yl] benzenesulf onamide; 

4- [5- ( 5 -chloro- 4 -methoxyphenyl ) -3 -cyano -IH-pyrazol - 1- 

yl ] benzenesulf onamide ; 
4_ [ 5_ ( 5 -bromo- 4 -methoxyphenyl ) -3 -cyano-lH-pyrazcl-1- 
y 1 ] benzenesulf onamide ; 
35 4- [3 -cyano- 5 -phenyl- IH-pyrazol -1- 
yl] benzenesulf onamide; 
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4- [ 4 -chlorc- 5 - !4 - f iucropheny 1 > -lH-pyrazoi-1- 

yl j benzenesulf onamide; 
4- [4 -chloro-5- ( 4 -chlcropheny 1 ) -lH-pyrazol-1- 

yl ] benzenesulf onamide; 
5 4 - [ 4 - bromo -5- ( 4 - c h 1 c r oph eny 1 } - IK - py r a z o 1 - 1 - 

yl] benzenesulf onamide ; 
4- [ 4 - chloro- 5 -phenyl -IH-pyrazol-l - 
yl ] benzenesulf onamide ; 

4- " 4 -chlorc -5 - (3 , 5-dichloro-4-methoxyphenyl ) -1H- 
1C pyrazoi- 1 -yl ] benzenesulf onamide ,- 

4 - [ 4 -bromo -5 - C 4 -me thy Iphenyl ) - lH-pyrazol - 1- 

yl] benzenesulf onamide ; 
4- [4-chloro-5- ( 4 -methy Iphenyl ) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
15 4- [ 4 -chioro-5- [3 -chioro-4 -mechoxyphenyi ) -iH-pyrazoi- 1 - 
yl] benzenesulf onamide ; 
4 - [ 4 -chloro-5- C 4 -methoxypheny 1 ) -lK-pyrazol-1- 

yl] benzenesulf onamide; 
4- [4 -bromo- 5- ( 4 -methoxypheny 1 ) -lH-pyrazol -1 - 
2C yl] benzenesulf onamide ; 

4- [ 4 -cyano -5 - ( 4 -methoxypheny 1 ) -lH-pyrazol - 1- 
yl] benzenesulf onamide ; 



4 - [ 4 -chloro-5- ( 4 -chlorophenyl } -3 - ( tr if luoromethyl ; - 

2 5 IH-pyrazol-l-yl ] benzenesulf onamide; 

4- [4 -ethyl -5 -phenyl -3- ( tr if luoromethyl ) -lK-pyrazol -1- 

yl ] benzenesulf onamide ; 
4- [4 -methy 1-5 -phenyl- 3- ( tr if luoromethyl ) -IH-pyrazol- 

1 -y 1 ] benz ene su 1 f onami de ; 
30 4- [5- (4 -methoxypheny 1) -4-methyl-3- ( trif luoromethyl ) - 

lH-pyrazol-1-yl ] benzenesulf onamide ; 
4 - [ 5 - ( 4 -chlorophenyl ) -4 -methyl -3 - ( trif luoromethyl i - 

lH-pyrazol-l-yi; ben zenesulfon amide ; 
4- [5- i 4 -chlorophenyl ) -4 -ethyl -3- ( trif lucr erne thyl ) - 1 H - 

3 5 pyrazoi- 1 -yl ! benzenesulf onamide ; 

4- [ 4 -ethyl -5- ( 4 -me thy Iphenyl > -3- ( trif luoromethyl } -1H- 
pyrazol-1 -yl] benzenesulf onamide ; 
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4- [4 -ethyl -5- 1 4 -methoxy-3 -methylphenyi ) -3- 

( trif luoromechyl ) -lH-pyrazol -1- 

yl ] benzenesulf onamide ; 
4- [4 -ethyl -5- ( 4 -methcxypheny 1 ) -3- ( trif luorome thy 1 ) - 
5 lH-pyrazol-l-yl ] benzenesult onamide ; 

4- [4-ethyl-5- (3 -f luoro-4-chlorophenyl ) -3- 

{ trif luoromethyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [5- (4-f luorophenyl) -4-methyl-3- ( trif luoromethyl ) - 
10 lH-pyrazol-l-yl ] benzenesul f onamide ; 

4- [4 -methyl -5- (4 -methylphenyi) -3- (trif luoromethyl) - 

lH-pyrazol-l-yl] benzenesulf onamide; 
4- [ 4-f luoro-5-phenyl-3- ( trif luoromethyl ) -lH-pyrazol- 

1-yl] benzenesulf onamide ; 
15 4- [4-bromo-5- ( 4-chlorophenyl ) -3- ( dif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4- [ 4-chloro-5- ( 3 , 5-dichloro-4-methoxyphenyl ) -3 - 

(dif luoromethyl ) -lH-pyrazol -1- 

y 1 ] benzenesulf onamide ; 
20 4- [4-chloro-3 - (dif luoromethyl ) -5-phenyl-lH-pyrazol-l- 

yl ] benzenesulf onamide ; 
4- [4-bromo-3- (dif luoromethyl ) -5 -phenyl - lH-pyrazol-1- 

y 1 ] benzenesulf onamide ; 
4- [4-chloro-3- ( dif luoromethyl ) -5- ( 4 -methoxyphenyl ) - 

2 5 lH-pyrazoi-l-yl] benzenesulf onamide; 

4- [ 4 -chloro-3 -cyano- 5 -phenyl- lH-pyrazol- 1- 

yl ] benzenesulf onamide ; 
4- [4-chloro-5- (4-chlorophenyl) -3 -cyano- lH-pyrazol-1- 

yl] benzenesulf onamide; 

3 0 4- [4-chloro-3-cyano-5- ( 4 -f luorophenyl ) -lH-pyrazol-1- 

yl ] benzenesulf cnamide ; 
4- [ 4 - br omo - 3 - cy ano - 5 - ( 4 - f luorophenyl ) -lH-pyrazoi-1- 

y 1 ] benzenesul f cnamide ; 
4- [ 4 -bromo-3 -cyano- 5 -phenyl -lH-pyrazol-1- 
3 5 yl ] benzenesulf onamide ; 

ethyl [1- (4-aminosulfonylphenyl) -4-brcmo-5- (4- 
chlorophenyl ) -lK-pyrazol - 3 -y 1 ] carboxylate ; 
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methyl [ i- ( 4 -aminosuif onylphenyl ) -4 -chloro- 5 -phenyl - 

lH-pyrazol -3 -yl ] car boxy late ; 
methyl [1- ( 4 -aminosuif onylphenyl ) -4 -chloro- 5- (4- 
chlorophenyl) -lK-pyrazol-3 -yl ] carboxylate; 
5 ethyl [1- ( 4 -ammcsulf onylphenyl ) -4-chlorc-5- (4- 
chlorophenyl) -lH-pyrazol-3 -yl ] carboxylate; 
methyl [1- { 4 -aminosuif onylphenyl ) -4 -chloro- 5- (4- 

f luorcphenyl ) -lK-pyrazoi-3 -yl ] carboxylate; 
methyl [1- ( 4 -aminosuif onylphenyl ) -4-bromo-5- (4- 
10 f luorophenyl ) -lH-pyrazol-3 -yl ] carboxylate ; 

methyl [1- ( 4 -aminosuif onylphenyl ) -4-chloro-5- (3- 
chloro-4-methoxyphenyl ) -lH-pyrazol -3 - 
yl] carboxylate; 
methyl [1- ( 4 -aminosuif onylphenyl ) -4-chloro-5- (3 , 5- 
15 dichioro-4 -methoxyphenyi ) -iH-pyrazoi-3 - 

yl] carboxylate; 
methyl [ 1- ( 4 -aminosuif onylphenyl ) -5- (3 -bromo-4- 
methoxyphenyl ) -4 -chloro- lH-pyrazol -3 - 
yl] carboxylate; 
[ 4 -chloro- 3 -iscpropy 1-5 -phenyl- lH-pyrazol-1 - 

yl] benzenesulf onamide; 
[ 4 -chloro -3 -methyl -5 -phenyl- lH-pyrazol- 1- 

yl] benzenesulfonamide; 
[ 4 -chloro- 3 -hydroxym ethyl - 5 -pheny 1 -IH-pyrazol - 1 - 

yl] benzenesulfonamide; 
[ 4-chloro-5- ( 4 -chlorophenyl ) -3 -hydrcxymethyl-lH- 
pyrazol-1 -yl ] benzenesulf onamide ; 

[5- (4-chlorcphenyl) -3 - ( trif luoromethyl ) -lH-pyrazol- 

1-yl] benzenesulf onamide; 
[5-phenyl-3- ( trif luoromethyl ) -lH-pyrazol-1- 

yl ] benzenesulfonamide ; 
[5- (4 -f luorcphenyl: -3- ( tri f luoromethyl) -lH-pyrazol - 

1-yl] benzenesulfonamide ? 
; 5 - ( 4 -cyanopheny 1 ) -3 - ( trif luoromethyl ) - IH-pyrazol-l - 

yl] benzenesulfonamide ; 
[5 - (2, 4 -dif luorophenyl) -3- ( trif luoromethyl ) -1H- 
pyr a zol- 1-yl] benzenesulf onamide; 
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4- [5- ( 4-methcxyphenyl ) -3- ( trif luoromethyl ) -iH-pyrazcl- 

1-yl] benzenesulf onamide ; 
4- [5- (3 , 4-dichlorophenyl) -3- (trif luoromethyl ) -1K- 

pyrazol-1 -yl ] benzenesulf onamide; 
5 4 - [ 5 - { 4 -bromopheny 1 ) -3 - ( Li i fluui omeLhy 1 ) - IK-pyr azol-1 - 

yl] benzenesulf onamide; 
4- [5- (2, 4-dichlorophenyl) -3- ( trif luoromethyl ) -1H- 

pyraz o 1 - 1 ~y 1 ] benz enesul f onamide ; 
4- [5- (3-chlorophenyl) -3- (trif luoromethyl) -lH-pyrazol- 
10 1-yl] benzenesulf onamide; 

4- [5- (4-methylphenyl) -3- (trif luoromethyl ) -iH-pyrazol- 

1-yl] benzenesulf onamide ; 
4- [5- (2-chlorophenyl) -3- (trif luoromethyl ) -lH-pyrazoi- 

1-y 1 ] benzenesulf onamide ; 
15 4- [5- ( 2- f luorophenyl) -3- (trif luoromethyl ) - IH-pyrazol- 

1-yl] benzenesulf onamide; 
4- [5- ( 4-aminophenyl ) -3- ( trif luoromethyl ) -IH-pyrazol-l- 

yl] benzenesulf onamide ; 
4- [ 5- (2-methylphenyl) -3- (trif luoromethyl ) -lH-pyrazol- 
20 1-yl] benzene sulfonamide; 

4- [5- (4-f luoro-2 -methylphenyl) -3- ( trif luoromethyl ) -1H- 

pyr a zol- 1-yl] benzenesulf onamide ; 
4- [5- ( 3 -methylphenyl ) -3- ( tri f luoromethyl ) -lH-pyrazcl- 

1-yl] benzenesulf onamide ; 

2 5 4- [5- ( 4-ethoxyphenyl) -3- ( trif luoromethyl ) -lH-pyrazol- 

1 -yl ] benzenesulf onamide ; 
4- [5- (3 , 5-dimethylphenyl-4-methoxy ) -3- 
( trif luoromethyl) -lH-pyrazol-1- 
yl] benzenesulf onamide; 

3 0 4- [5- (3- f luorophenyl) -3- (trif luoromethyl) -lH-pyrazol- 

1 -y 1 ] benz enesul f onamide ; 
4- [5- (3-f luoro-4-methoxyphenyi: 1 - 3- [ trif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (4-methylthiophenyl) -3- ( trif luoromethyl ) -1H- 
3 5 pyrazol-l-yl ] benz enesu 1 f onamide ; 

4- [5- ( 4 -chloro- 3 -methylphenyl ) -3- ( trif luoromethyl ) -IK- 

pyrazol-l-yl ] benzenesulf onamide ; 
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4- [5- (4-ethylphenyl ) -3- ( trif luoromethyl ) - IK-pyrazoi - 1 - 

yl ] benzenesulf onamide ; 
4- [5- (2, 4-dimethylphenyl) -3- ( tri f luoromethyl : -1H- 
pyrazol-1 -yl ] benzenesulf onamide ; 
5 4- [5- (2-methoxyphenyl) -3- (trif luoromethyl i -lH-pyrazol- 
1-yl] benzenesulf onamide; 
4 - [5 - (4-methoxy-3-methylphenyl) - 3- ( tri f luoromethy 1 ) - 

IH-pyrazol-l-yl ] benzenesulf onamide; 
4- [5- (3-bromo-4-methylthiophenyl) -3- ( trif luoromethyl ; - 
1C IH-pyrazol-l-yl ] benzenesulf onamide ; 

4- [5- (3-chlcro-4-raethylphenyl) -3- (trif luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4- [5- (3 , 4-dimethoxyphenyl ) -3- ( trif luoromethyl ) -1H- 
pyrazol - 1 -yl 2 ben z ene su 1 f onamide ; 
15 4- [5- (3-chloro-4-methoxyphenyl) -3- ( trif luoromethyl ) - 
IH-pyrazcl-l-yl ] benzenesulf onamide; 
4- [5- (3-chloro-4-methoxy-5-methylphenyl) -3- 
( trif luoromethyl ) -lH-pyrazol-1- 
yl] benzenesulf onamide; 

2 0 4 - [5 - ( 3 -ethyl - 4 -r.ethoxypheny 1 ) - 3- ( tri f luoromethy 1 » -1K- 

pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (4-fluoro -2-methoxyphenyl) -3- ( trif luoromethyl : - 

lH-pyrazol -1 -yl J benzenesulf onamide ; 
4- [5- (4-methoxy-3 - ( 3 -propenyl ) phenyl ) -3- 
25 (trif luoromethyl) -lH-pyrazol -1 - 

yl] benzenesulf onamide ; 
4- [ 5 - ( 3 , 5 -dichlorc-4-methoxyphenyl } -3 - 
(trif luoromethyl) - lH-pyrazol - 1 - 
yl] benzenesulf onamide; 
30 4- [5- (3-chioro-4-f luorophenyl) -3- ( trif luoromethyl ) -IK - 
pyrazol-1 -yl ] benzenesulf cnamide ; 
4- [5- (3-f luoro-4-methylthiophenyl ) -3- 
( trif luoromethyl ) -IH-pyrazol - 1- 
y 1 1 benzenesulf onamide ; 

3 5 4- [5- (3-methyl-4-methylthiophenyl) -3- 

( trif luoromethyl) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
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4- [ 5- ; 3 -chloro-4-methylthiophenyi ) -3- 

( trif luoromethyl ) -IH-pyrazoi-l- 

yl) benzenesulf onamide ; 
4- [5- (4- (N,N-dimethylamino) phenyl) -3- ( trif luoromethyl ) - 
5 iH-pyrazoi-i-yl ] benzenesulf onamide; 

4-[5- (4-methyl-3-nitrophenyl ) -3- ( tri f luoromethyl ) -1K- 

pyrazol-l-yl ] benzenesulf onamide ; 
4 - [ 5 - (4- {N-methylamino) phenyl) -3- { trif luoromethyl ; -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
10 4-[5- (3-amino-4-methylphenyl } -3- ( trif luoromethyl ) -1H- 

pyrazol-l-yl] benzenesulf onamide ; 



4- [5- ( 4-chlorophenyl ) -3- ( dif luoromethyl ) -lH-pyrazol- 

1-yl ] benzenesulf onamide; 
15 4- [5- (4-methylthiophenyl) -3- (dif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (4-methylphenyl) -3- (dif luoromethyl ) -IH-pyrazol- 

1-yl] benzenesulf onamide; 
4- [5 -phenyl -3- (dif luoromethyl) -IH-pyrazol-l- 
20 yl] benzenesulf onamide; 

4- [5- ( 4-methoxyphenyl ) -3- ( di f luoromethyl ) -iH-pyrazol- 

1-yl] benzenesulf onamide; 
4- [5- [3-f luoro-4-methoxyphenyl) -3- ( dif luoromethyl ' - 

lH-pyrazol- 1-yl] benzenesulf onamide; 

2 5 4- [5- (4-chlorophenyl) -3- (dif luoromethyl ) -lH-pyrazcl- 

1-yl ] benzenesulf onamide; 
4- [5- (2-f luoro-4-methoxyphenyl) -3- ( dif luoromethyl ) - 

lH-pyrazol-l-yl] benzenesulf onamide ; 
4- [5- (3-chloro-4-methylphenyl) -3- (dif luoromethyl ) -1H- 

3 0 pyrazol-l-yl] benzenesulf onamide; 

4- [5- ( 3 -chlorc-4 -methcxyphenyl ) -3- ( dif luoromethyl ) - 
lK-pyrazol- 1-yl ] benzenesul f onamide ; 

4 - [5 - ( 4 -chiorc-3 -methyipheny 1 ! -3 - (di f luoromethyl ; -1H- 
pyrazol-l-yl ] benzenesulf onamide; 
35 4- [5- (3, 4-dimethoxyphenyl) -3- (dif luoromethyl ) -1H- 
pyr a zol- 1-yl) benzenesulf onamide; 
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4 - [ 5 - ( 3 , 5 -dichloro-4 -methoxypheny! ) -3 - 
(dif luoromethyl ) -IH-pyrazol-l- 
yl] benzenesulfonamide; 
4- [5- (3, 5 -dif luorc- 4 -methoxypheny 1 ) -3- 
5 ( di f luc rcme thy 1 ) -IH-pyrazol-l- 

yl] benzenesulfonamide; 
4- [5- (2 -methoxypheny 1) -3- (dif luoromethyl ) -lH-pyrazol- 

1-yl] benzenesu If onamide ; 
4- [5- ( 3 -bromo- 4 -methoxypheny 1 ) -3- (dif luoromethyl ) -1H- 
10 pyrazol-l-yl] benzenesulf onamide; 

4- [5- (4-methylsulfonylphenyl ) -3- (dif luoromethyl ) -1H- 
pyrazol -1-yl] benzenesulf onamide; 



4- [5- (4-chlorophenyl) -3- {heptaf luoropropy 1 ) -1H- 

1 r <* . . t t u> _ , i ; j 

■i- -> l a^.u J. - a. ~y x j uciiicncouj.LuiiQiiuuc , 

4- [5- (4 -chlorophenyl ) -3 - ( chloro -dif luoromethyl ) -1H- 

pyrazol -1 -y 1 ] benzenesulf onamide ; 
4- [5- (4-chlorophenyl) -3- (pentaf luoroethyl ) -1H- 

pyrazol - 1 -y 1 ] benzenesul f onamide ; 

2 0 4 - [5 - (4-f luorophenyl ) -3- (3 -hydroxypropy 1 ) - 

lH-pyrazol-l-y 1 ] benzenesulf onami de; 
4- [ 5- (3 , 5 -dichloro-4 -methoxypheny 1 ) -3 - ( 3 - 

hydroxypropyl ) - lK-pyrazcl- 1 - 

yl ] benzenesulf onamide ; 
25 4 - [ 5 - ( 3 -chloro- 4 -methoxypheny 1 ) -3 - ( chloromethyl ) -1H- 

pyrazol -1-yl ] benzenesulf onamide ; 
4- [5- (4-chlorophenyl) -3- (cyanomethy 1 ) -lH-pyrazol -1- 

yl] benzenesulf onamide ; 
4- [3 - (chloro -dif luoromethyl) -5- (3-f iuoro-4- 
30 methoxyphenyl ) -lH-pyrazol-1- 

y 1 ] benzenesul f onamide ; 
ethyl 3 - [ 1 - ( 4 -aminosulfonylpheny 1 ) - 5- (phenyl ) - 1H- 

pyrazol-3 -yl] -2 -cyano-2 -propenoat e ; 
4 - [ 5 - (phenyl ) - 3 - ( f luoromethyl ) - IH-pyrazol - 1 - 
2 5 yl ] benz enesui f onamide ; 

4 - [ 5 - ( 5-bromo-2- thienyl ) -3 - ( dif luoromethyl } -1K- 
pyrazol - 1 -yl ] benzenesulf onamide ; 
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4- [5- (5-chlcro-2-thienyl) -3- (dif luoromethyl 1 -1H- 

pyrazol - 1-yl] benzenesul f onamide ; 
4- [5- ( 1-cyclohexenyi) -3- (dif luoromethyl ) - lH-pyrazol-1 - 

y 1 ] benzenesul f onamide ; 
5 4- [5- (cyclohexyl) -3- (dif luoromethyl ) -IH-pyrazol- 1- 

yl] benzenesulf onamide; 
4- [ 5- ( 1, 4-benzodioxan-6-yl) -3 - (dif luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
4- [3 - (dif luoromethyl) -5- ( 4 -me thy 1 cyclohexyl ) -1H- 
10 pyrazol-1 -yl ] benzenesulf cnamide ; 

4- [5- (2-benzofuranyl) -3- (dif luoromethyl ) -lH-py raze 1-1- 

yl] benzenesulf cnamide; 
4- [5- (1, 3-benzodioxol-5-yl) -3- (dif luoromethyl ) -IK* 

pyrazol-l-yl] benzenesulf onamide ; 

15 

4- [5- (2-benzofuryl) -3- ( trif luoromethyl ) -IH-pyrazol-l- 

y 1 ] benzenesulf onamide ; 
4- [5- (5-bromo-2-thienyl) -3- ( trif luoromethyl ) -1K- 

pyrazol-1 -yl ] benzenesulf onamide ; 
2 0 4- [5- (5-chloro-2-thienyl) -3- ( trif luoromethyl ) -1H- 

pyraz o 1 - 1 -y 1 ] benz enesul f onamide ; 
4- [5- (5-indanyl) -3- ( trif luoromethyl ) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
4- [5- (5-methyl-2-thienyl) -3- ( trif luoromethyl ) -1H- 

2 5 pyrazol-l-yl] benzenesulf onamide; 

4- [5- (2, 3-dihydrobenzofuran-2-yl) -3- ( trif luoromethyl ) - 

IH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (1-cyclohexenyl) -3- ( trif luoromethyl ) -IH-pyrazcl- 

1-yl] benzenesulf onamide; 
30 4-[5-(l,2,3, 4-tetrahydrcnaphth-5-yi) -3- 

( trif luoromethyl ) -IK-pyrazol - 1 - 

yl ] benzenesulf onamide ; 
4- [5- (2-benzothienyl) -3- (trif luoromethyl ) -IH-pyrazol- 

yl] benzenesulf cnamide ; 

3 5 4 - [5 - (3 , 4-dihydro-2H-l-benzothiopyran-7-yi i -3- 

l trif luoromethyl) -IH-pyrazol - 1 - 
yl] benzenesulf onamide ; 
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4 - [ 5 - { 4 -methyl -1 , 3 -benzodioxol-6-yl ] - 3 - 
i trif luoromethyl ) -lH-pyrazol-1- 
yl] benzenesulf onamide; and 
4 - [ 5 - (4 -me thy 1 -1 , 3 -benzcdioxol-5-yl ) -3 - 
5 ( tr i f luorcmethy 1 } - iH-pyrazol - 1- 

yl ] benzenesulf onamide . 



6. Compound of Claim 6 where the compound is 
4- [ 5- (4-methylphenyl) -3- { trif luoromethyl ) -iH-pyrazcl-i- 
10 yl] benzenesulfonamide, or a pharmaceutics lly -acceptable 
salt thereof. 

9. Compound of Claim 6 where the compound is 
4- [5- (4-chlcrophenyl ) -3- (dif luoromethyl ) - IH-pyrazol -1 - 
15 yl] benzenesulf onamide, or a pharmaceutically-acceptable 
salt thereof. 



10. Compound of Claim 6 where the compound 
is 4- [5- (3-f luoro-4-methoxyphenyl) - 3- (dif luoromethyl ) - 

20 lH-pyrazol-l-yl] benzenesulfonamide, or a 
pharmaceutically-acceptable salt thereof. 

11. Compound of Claim 4 wherein R 1 is phenyl 
substituted at a subs t i tut able position with sulfamyi; 

25 wherein R 2 is selected from lower haloalkyl, 

cyano, carboxyl, lower alkcxycarbonyl , lower 
carboxyalkyl, aminocarbonyl , lower N- 
ali-cyl aminocarbonyl , N-aryl aminocarbonyl , lower N,N- 
dialkylaminccarbonyl , lower N-alkyl-N- 

3C aryl aminocarbonyl, lower cycloalkylaminocarbonyl and 
lower hydroxyalkyl; 

wherein R- and R* together form 




35 

wherein m is 2; 
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wherein A is selected from phenyl and five 
membered heteroaryl; and 

wherein R 6 is one or more radicals selected from 
halo, lower alkyi, lower alkylsuif cnyl , lower 
5 halcaikyl, lower alkcxy, amino and nitre ; or a 
pharmaceutically-acceptable salt thereof. 

12. Compound of Claim 11 wherein R 2 is 
selected from f luoromethyl , dif iuoromethyl , 

10 trif luoromethyl , chloromethyl , dichloromethyl , 

trichloromethyl , pentaf luoroethyl , heptaf luoropropyl , 
dif luorochloromethyl, dichlorof luoromethyl , 
dif luoroethyl, dif luoropropyl , dichloroethyl , 
dichloropropyl, cyano, carboxyl, methoxycarbenyl , 

15 ethoxycarbonyl , isopropoxycarbonyl , tert- 

butoxycarbonyl , propoxycarbonyi , butoxycarbonyl , 
isobutoxycarbonyl , pentoxycarbonyl , acetyl, propionyi , 
butyryl, isobutyryl, valeryl, isovaleryl, pivaloyl, 
hexanoyl, trif luoroacetyl , aminocarbonyl, N- 

20 methylaminocarbonyl , N- ethyl amino c a rbony 1 , N- 

isopropylaminocarbonyl , N-propylaminocarbonyl, N- 
butylaminocarbonyl , N-isobutylaminocarbonyl , N- tert- 
butylaminocarbonyl , N-penty lamino car bony 1 , N- 
phenylaminocarbonyl , N, N- dime thy lamino car bony 1 , N- 

25 methyl-N-ethylaminocarbonyl ( N- (3- 
f luoropheny 1 ) aminocarbony 1 , N- ( 4 - 
methy lphenyl ) aminocarbonyl , N- { 3 - 
chloropheny 1 ) aminocarbonyl , N- ( 4 - 
methoxyphenyl) aminocarbonyl , N-methyl-N- 

3 0 pheny laminocarbony 1 , cyclohexylaminocarbonyl , 

hydroxypropyl , hydroxymethyl and hydrcxyethyl ; wherein 
A is selected from phenyl, furyl and thienyl; and 
wherein R ^ is one or more radicals selected from 
fluoro, chloro, bromo, methy Isulf cnyl , methyl, ethyl, 

3 5 isopropyl, tert-butyl, isobutyl, t iuorometnyi , 
dif iuoromethyl , trif luoromethyl , chloromethyl, 
dichloromethyl , trichloromethyl , pentaf lucroethyl , 
heptaf luoropropyl , dif luorochloromethyl , 
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dichlorof iuoromethyl , dif luoroethy 1 , dif iuoroprcpyl , 
cichloroechy 1 , dichloropropy 1 , mechoxy , methylenedioxy , 
ethoxy, prcpoxy, n-butcxy, amino, and nitro; 

cr a pharmaceuticaliy-accepcable salt thereof. 

5 

13. Compound of Claim 12 selected from 
compounds, and their pharmaceutical^ acceptable salts, 
of the group consisting of 

1C 4- [3- (dif Iuoromethyl ) -4 , 5 -dihydro-7 -methoxy-lH- 
benz [g] indazol-I-yl] benzenesulf onamide; 
4- [3- (dif Iuoromethyl ) -4, 5-dihydro-7-methyl-lH- 

benz [g] indazol-l-yi] benzenesulf onamide ; 
4 - [ 4 . 5-dihydro-7 -methoxy-3 - ( tr if Iuoromethyl ) -1H- 
15 benz(g] indazol-l-yl]benzenesulfonamide; 

4 - [ 4 , 5-dihydro-3 - (tr if Iuoromethyl ) -lH-benz [g] indazol - 

1-yl] benzene Jul t onamide; 
4- [4, 5-dihydrc-7 -methyi-3- ( tr if Iuoromethyl } -1K- 
benz [g] indazol- 1-yl ] benzenesulf onamide ; 
20 methyl [1- ( 4 -aminosulf onylphenyl ) -4, 5-dihydro-7- 

methoxy-lH-benz [g] indazol -3 -yl ] carbcxylate; and 
4 - [ 4 , 5 -di hydro - 3 -tr if iuoromethyl -1H- 

thieno [3 , 2 , g] mdazol-l-yl j benzenesulf onamide . 

25 14. Compound of Claim 2 wherein R 1 is 

selected from phenyl, naphthyl, biphenyl, and five- cr 
six -member ed heteroaryl, wherein is substituted at a 
substitutable position with one or more radicals 
selected from halo, lower alkyl, lower alkoxy, hydroxyl 

3 j and lower halcalkyl; wherein R 2 is selected from lower 
haloalkyl; wherein R^ is hydride; and wherein R"* is 
aryl substituted at a substitutable position with 
sulfamyl; or a pharmaceutical^ -accept able salt 
" hereof . 



35 
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15. Compound of Claim 14 selected from 
compounds, and their pharmaceutical^ acceptable salts, 
of the group consisting of 

5 4 - [ 1 - ( 4 - f luoropheny 1 ) - 3 - ( t r i f lu or om ethyl : - IH-pyrazol - 
5-yl] benzenesulf onamide; and 
4- [1- (4-methoxyphenyl) -3 - ( trif luoromethyi ) -lH-pyrazol- 
5-yl] benzenesulf onamide . 

10 16. A compound of Formula II 

R 4 



H : N— s — \ y — N 





(II) 



wherein R 2 is selected from hydrido, alkyl, 
15 haloalkyl, alkoxycarbonyl , cyano, cyanoalkyl, carboxyl, 

aminocarbonyl, alkylaminocarbonyl ( 

cycloalkylaminocarbonyl , arylaminocarbonyl , 

carboxyalkylaminocarbonyl , carboxyalkyl , 

aralkoxycarbcnylalkylaminocarbonyl , arrdnccarbonyl alkyl , 
2C alkoxycarbonylcyanoalkenyl and hydroxyalkyl ; 

wherein R^ is selected from hydrido, alkyl, 

cyano , hydroxyalkyl, cycloalkyl, alkylsulf onyl and 

halo; and 

wherein R 4 is selected from aralkenyl, aryl, 
25 cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 
is optionally substituted at a subst itutable position 
with one or more radicals selected from halo, 
alkylthio, alkylsulf cnyl , cyano, nitro , haloalkyl, 
alkyl, hydroxy 1, alkenyl, hydroxyalkyl, carboxyl, 
3D cycloalkyl, alkyl ami no , dialkylamino , alkoxycarbonyl , 
aminocarbonyl, alkoxy, haloalkcxy, sulf amyl , 
heterocyclic and amino ; 

provided R 2 and R^ are not both hydrido; 
further provided that R 2 is not carboxyl or methyl when 
3 5 R 3 is hydrido and when R 4 is phenyl; further provided 
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that R 4 is net triazolyl when R 2 is methyl; further 
provided that R 4 is not aralkenyl when R 2 is carbcxyl, 
ammocarbonyi or e t hoxy car bony 1; further provided that 
R 4 is not phenyl when R 2 is methyl and R 3 is carbcxyl; 
5 and further provided that R 4 is not unsuhst i tuted 
thienyl when R 2 is trif luoromethyi ; 

or a pharmaceutically-acceptable salt thereof. 

17. Compound of Claim 16 wherein R 2 is 
10 selected from hydrido, lower alkyl, lower haloalkyl, 

lower alkoxycarbonyl , cyanc , carboxyl, lower 
cyanoalkyl, aininocarbonyl , lower a 1 ky 1 amino carb onyl, 
lower cycloalkylaminocarbonyl , axy 1 amino car bony 1 , lower 
carboxyalkylaminccarbony 1 , lower 

15 araikcxy'carbcnylalky laminccarbcny 1 , lower 

amino c ar bony la Iky 1 , lower carboxyalkyl , lower 
aikoxycarbonylcyanoalkenyl and lower hydroxyalkyl ; 

wherein is selected from hydrido, lower 
alkyl, cyano, lower hydroxyalkyl, lower cycloalkyl, 

2D lower alky lsulf onyl and halo; and 

wherein R 4 is selected from aralkenyl, aryl, 
cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 
is optionally substituted at a substitutable position 
with one or more radicals selected from hale, lower 

25 alkylthio, lower alkylsulf onyl , cyano, nitre, lower 

haloalkyl, lower alkyl, hydroxyl, lower alkenyl, lower 
hydroxyalkyl, carboxyl , lower cycloalkyl, lower 
alkylamino, lower dialkylamino , lower alkoxycarbonyl, 
ammocarbonyi, lower aikcxy, lower haloalkoxy, 

3 0 suifamyl, five or six membered heterocyclic and amino; 
or a pharmaceutically-acceptable salt thereof. 

18. Compound of Claim 17 selected from 
co-pounds, and their pharmaceutically-acceptable salts, 
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4-[5- (4-chlcrophenyl) -3 - ( tri f luorcmethyl I - iH-pyr azo 1 - 1 - 

yl ] benzenesulf onamide ; 
4- [5-phenyl-3- ( trif luoromethyl ) -lH-pyrazoi-1- 

yl ] benzenesulf onamide ; 
5 4- [5- (4-f luorophenyi) -3- ( tri f luorcmethyl ) - lH-pyrazol- 1- 

yl] benzenesulf onamide; 
4- [5- (4-methoxyphenyl) -3- ( tri f luoromethyl ) -lH-pyrazol- 

1-yl ] benzenesulf onamide ; 
4- [ 5- ( 4-chlorophenyl ) -3- ( dif luoromethyl ) -lH-pyrazol - 1 - 
1C yl] benzenesulf onamj.de ; 

4- [5- (4-methylphenyl) -3- ( tri f luorcmethyl ) -lK-pyrazol - 1- 

yl] benzenesulf onamide; 
4- [4-chloro-5- ( 4 -chlorophenyl ) -3- ( trif luoromethyl ) -1H- 

pyrazol -1 -yl ] benzenesul f onamide ; 
15 4- [3- (dif luo 

yl 3 benzenesulf onamide ; 
4- [3- (dif luoromethyl ) -5 -phenyl -lH-pyrazol -1- 

yl] benzenesulf onamide ; 
4- [3- (dif luoromethyl) -5- (4-methoxyphenyl) - lH-pyrazol - 1- 
20 yl ] benzenesulf onamide ; 

4- [3 -cyano-5 - ( 4 - f luorophenyi ) -lH-pyrazol- 1- 

y 1 ] benzenesulf onamide ; 
4- [3- (dif luoromethyl) -5- (3 -f luoro-4 -methoxyphenyl ) -1H- 

pyrazol- 1 -yl ] benzenesulf onamide ; 
25 4- [5- ( 3 -f luoro-4 -methoxyphenyl} -3- ( tri f luoromethyl ) -1H- 

pyrazol-l-yl] benzenesulf onamide ; 
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4 - ; 4 -chicro -5 -phenyl -IH-pyrazcl-l - 

yl ] benzenesulf onamide ; 
4- [5- (4-chlorophenyl) -3- (hydrcxymethy 1 ) -lH-pyrazol-1- 

y 1 ] benzer.esul f cr.amide ; and 
5 4- [5- (4- !N, N-dimethylamino) phenyl) -3- ( trif luoromethy 1 ) - 

lH-pyrazol- 1 -yl ] benzenesulf onamide . 

19. A pharmaceutical composition comprising 
a therapeuticaliy-ef f ective amount of a compound and a 
1C pharmaceutically-acceptable carrier or diluent, said 

compound selected from a family of compounds of Formula 



(i) 



15 



R 2 



wherein R 1 is selected from aryl and heteroaryl, 
wherein R 1 is substituted at a substitutable position 
with one cr mere radicals selected from sulfamyl, halo, 
alkyl, alkoxy, hydroxy 1, haloalkyl and' 

H R 5 

— s-n = on" ; 

v 

wherein R 2 is selected from hydrido, halo, alkyl, 
haloalkyl, cyano , nitro, formyl, carboxyl, alkoxy, 
aminocarbonyl , alkoxycarbony 1 , carboxyalkyl , 
alkoxycarbony lalkyl , amidino , cyano amidi no , cyanoalky 1 , 
alkoxycarbonylcyanoaikenyl , aminocarbonyl alkyl , N- 
aikylaminocarbonyl , N-arylaminocarbonyl , N,N- 
dialkylaminocarbcnyi , N- a 1 ky 1-N- aryl aminocarbonyl , 
cycloaikyiammccarbcnyi , heterocyclicaminocarbcnyl , 
c a r boxy a 1 ky 1 ami n z carbo r.y 1 , 

aralkoxycarbonylalkylamnocarbonyl , alky lcarbonyl . 
alkylcarbonyialkyl , hydroxy alkyl , haloaralkyl , 
carboxyhaloalky 1 , alkoxycarbonylhaloalky 1 , 
aminocarbonylhaloalkyl , alkylaminocarbony lhaloalkyl , N- 
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alky latino, N, N-dialky lamino , N-ary 1 amino , N- 
aralkylamino , N- alkyl -N-aralkylaminc , N-alkyl-N- 
arylamino, aminoaikyl, N-alkylaminoalkyl , N, N- 
dialkylammoalkyl , N-ary iaminoalkyl , N- 
5 aralky Iaminoalkyl, N-alky i-N-araiky laminoalkyl , n- 
alkyl-N-arylaminoalkyi, aryloxy , aralkoxy f arylthio, 
aralkylthio, aikylthio, alkylsulf inyl , alkylsul f onyl , 
N-alkylaminosulf onyl , N-arylaminosulf onyl , 
arylsulf onyl , N, N-dialky laminosulf onyl , N-alky 1-N- 
13 arylaminosulf onyl, heterocyclic, 




15 wherein R^ is selected from hydrido, alkyl, halo, 

haloalkyl, cyano, nitro, formyl, carboxyl, 
alkoxycarbony 1 , carboxyaikyl , alkoxy carbony lalkyl , 
amidino, cyanoamidino , amino carbony 1 , alkoxy, N- 
alkylamino, N, N-dialkylamino ( amino car bony lalkyl , N- 

2 0 aikylaminocarbonyl , N- aryl amino c arbony 1 , N,N- 

dialkylaminocarbonyl , N- a Iky 1 -N-ary lamino carbony 1 , 
alky 1 carbony 1 , alkyl carbony lalkyl , hydroxyalky 1 , 
aikylthio, alkylsulf inyl , alkylsulf onyl , N- 
alky laminosulf onyl , N-arylaminosulf onyl , arylsulf onyl , 

25 N, N-dialkylaminosulf onyl , N-alky 1-N-arylaminosulf onyl , 
cycloalkyl, heterocyclic, heterocyclicalkyl and 
aralkyl ; 

wherein R 4 is selected from aralkenyl, aryl, 
cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 
2 0 is optionally substituted at a subs t i tut able position 
with one or more radicals selected from halo, 
aikylthio, alkylsulf inyl , alkyl, alkenyl, 
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alkylsulfonyl, cyano, carboxyl, alkoxycarbonyl , 
ammocarbonyl, N-alky Iaminocarbonyl , M- 
ary laninc car bony 1 , N, N-dialkylaminocarbonyl , N-alkyl-N- 
arylaminccarbonyl. halcalkyl, hydroxy 1, aikcxy, 
5 hydroxyalkyl , haloaikoxy, sulfamyi, N- 

alkylaminosulf onyl , amino, N-alJcyl amino , N,N- 
dialkylaminc , heterocyclic, cycloalkylalkyl , nitro, 
acyl amino , 




cr wherein R j and R 4 together form 




15 

wherein m is 1 to 3, inclusive; 

wherein A is selected from phenyl and five or six 
membered hetercaryl; 

wherein R 5 is alkyl; 

2C wherein R ^ is cne cr more radicals selected f rem 

hale, alkyl thio, alkyisulf inyl , alkylsuif onyl , cyano , 
carbcxyi, alkoxycarbonyl, aminocarbonyl , N- * 
alky iaminocarbonyl , N-arylaminocarbonyl , alkyl , 
alkenyl , N , N-di a Iky Iaminocarbonyl , N-alky l-N- 

2 5 ary iaminocarbonyl , halcalkyl, hydrido, hydroxy 1, 
alkoxy, hydroxyalkyl, haloalkoxy, sulfamyl, N- 
alky laminosulf onyl , amino, N-alkylamino , N,N- 
dialkylamino , heterocyclic, cycloalkylalkyl, nitre and 
acyl ami no; and 

jC wherein R 7 is selected from hydride, alkyl, ary 1 

and araikyi; 

provided R 2 and are not identical radicals 
selected from hydrido, carboxyl and ethoxycarbonyl ; 
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further provided that: R 2 is not carboxyl or methyl when 
r3 is hydrido and when R 4 is phenyl; further provided 
that R 4 is not triazolyl when R 2 is methyl; further 
provided that R 4 is not aralkenyl when R 2 is carboxyl, 
5 amino car bony 1 or ethoxycarbonyi ; further provided that 
R 4 is not phenyl when R 2 is methyl and R^ is carboxyl; 
further provided that R 4 is not unsubst ituted thienyl 
when R 2 is trif luoromethyl ; and further provided that 
R 4 is aryl substituted with sulfamyl or R 6 is sulfamyl, 
10 when R 1 is phenyl not substituted with sulfamyl; 

or a pharmaceutically-acceptable salt thereof. 

20. The composition of Claim 19 wherein R 1 
is selected from aryl selected from phenyl, naphthyl 
15 and biphenyl, and five- or six-membered heteroaryl, 

wherein is substituted at a subst itutable position 
with one or more radicals selected from sulfamyl, 
halo, lower alkyl, lower alkoxy, hydroxyl, lower 
haloalkyl and 

20 

°*<P H R s 

— s-N = c-tf ; 

wherein R 2 is selected from hydrido, halo, lower 
alkyl, lower haloalkyl, cyano, mtro, formyl, carboxyl, 
lower alkoxycarbonyl , lower carboxyalky 1 , lower 

2 5 alkoxycarbonylalkyl, amidino, cyanoamidino , lower 

-yanoalkyl, lower alkoxycarbonyl cyanoalkeny 1 , 
aminocarbonyl , lower alkoxy, lower aryloxy, lower 
aralkoxy, lower aminocarbonylalkyl , lower N- 
alkylaminocarbonyl, N-arylaminocarbonyl , lower N,N- 
20 dialkylaminocarbonyi, lower N-alkyl-K- 

arylaLminocarbony 1 , lower eye loa Iky 1 ammo c arbony 1 , lower 
heterocyclicaminocarbonyl , lower 
carbcxy alkylaminocarbonyl , lower 

aralkoxycarbcnylalkylaminocarbonyl , lower haloaralkyl , 

3 5 lower carboxyhaloalky 1 , lower alkoxycarbonylhaloalkyl , 

lower aminocarbonylhaloalkyl , lower 



WO 95/15316 



PCT/US94/12720 



218 

aikylaminocarbonylhaloalkyi, lower alkylcarbcny 1 , lower 
alkylcarbonylalkyl , lower a Iky 1 ami no , lower N,N- 
dialkylamino, N-arylamino, lower N-aralky laminc , lower 
N-alkyl-N-aralkylamino, lower N-alkyl-N-arylanu.no, 
5 Inwer atn:nnar<y\. Ir.wer N-alky laminoalky 1 , lower N . N- 
dialkylaminoalkyl , lower N-ary laminoalkyl , lower N- 
aralkylamincalkyl, lower N-alkyl-N-aralky laminoalkyl , 
lower N-alky 1 -N-ary laminoalkyl , arylthio, lower 
aralkylthio, lower hydroxyalkyl , lower alkylchio, lower 
10 alkylsulf inyl , lower alkylsulf onyl , lower N- 

alkylaminosulf onyl , N-arylaminosulf onyl , arylsulf onyl , 
lower N, N-dialky laminosulf onyl, lower N-alkyi-N- 
aryl amino sulf onyl , heterocyclic, 



15 




wherein R J is selected from hydrido, lower alkyl, 
halo, lower haloalkyl, cyano, nitro, formyl, carboxyl, 

20 lower alkcxycarbony 1 , lower carboxyalkyl , lower 
alkoxycarbonylalkyl, amidino , cyanoamidino , 
aminocarbcnyl, lower alkoxy, lower N-alkylamino , lower 
N, N-dialky iammo , lower aminocarbonylalkyl , lower N- 
alkylaminocarbonyl , lower N-arylaminocarbonyl , lower 

25 N, N-dialky laminocarbonyl , lower N-alky 1 -N- 

arylammocarbony 1 , lower alkylcarbonyl , lower 
alkylcarbonylalkyl, lower hydroxyalkyl, lower 
alkylthio, lower alkylsulf inyl , lower alkylsulf onyl , 
lower N-alkylaminosulf onyl , N-arylair.incsulf onyl , 

3 0 ary Isul f onyl , lever K, N-dialkylamincsulf ony 1 , lower M - 
alkyl-N-arylam.inosulf onyl , lower cycloalkyl, 
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heterocyclic, lower heterocyclicalkyl and lower 
araikyl ; 

wherein R 4 is selected from lower aralkenyl, 
aryl, lower cycloalkyi, lower cycloalkenyl and five to 
5 ten membered heterocyclic; wherein R 4 is optionally 
substituted at a substitutable position with one or 
more radicals selected from halo, lower alkylthio, 
lower aikylsulf inyl , lower alkyl, lower alkenyl, lower 
aikylsulf onyl , cyano, car boxy 1, lower alkoxycarbonyl , 

10 aminocarbonyl , lower N-alkylaminocarbonyl , N- 

arylaminocarbonyl , lower N, N-dialky laminocarbonyl , 
lower N-alkyl-N-ary laminocarbonyl, lower haloalkyl, 
hydroxyl, lower alkoxy, lower hydroxyalky 1 , lower 
haioalkcxy, sulfamyl, lo^er w-al^ylaminnqul fnnvl . 

15 amino, lower N-alkylamino, lower N, N-dialky 1 amino , 
five- or six-membered heterocyclic, lower 
cycloalkylalkyl , nitro, acylamino, 



20 



, and 

O S 



or wherein R 3 and R 4 together form 

(CH 2 ) r 



n • 



25 wherein m is 1 to 3, inclusive; 

wherein A is selected from phenyl and five or six 
membered heteroaryl; 

wherein R 5 is lower alkyl; 

wherein R^ is one or more radicals selected from 
3 J halo, lower alkylthio, lower aikylsulf my 1 , lower 

aikylsulf onyl , cyano, carboxyl. lower alkoxycarbonyl, 

aminocarbonyl , lower N-alkylaminocarbonyl , N- 

ary laminocarbonyl , lower alkyl, lower alkenyl, lower 
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N\ N-dialkylaminccarbonyl, lower N-alkyl-N- 
arylaminocarbonyl , lower haloalkyl, hydrido, hydroxy 1, 
lower alkoxy, lower hydroxy alky 1 , lower haloalkoxy, 
sulfanyl, lower N-alky iaminosul fonyl , amino, lower N- 
-> aljcyiaxrii.no, lower N , N - d i a 1 ky 1 ami no , five- cr six 

membered heterocyclic, lower cycloalkylalkyl , nitro and 
acy lamino; and 

wherein R 7 is selected from hydrido, lower alkyi, 
aryl and lower aralkyl; 
10 or a pharmaceutically-acceptable salt thereof. 

21. The composition of Claim 20 wherein R 1 
is phenyl, wherein R 1 is substituted at a substitutable 
position with one or more radicals selected from 
15 suifajnyi, halo, lower alkyi, luwei alkoxy, hydroxy! , 
lower haloalkyl and 

°* ,° ? R s 

— s— n=c-n^ ; 

wherein R 2 is selected from hydrido, lower alkyi, 
lower haloalkyl, cyano, carboxyl, lower alkoxycarbonyl , 
20 lower carboxyalky 1 , lower cyanoalkyl, lower 

alkoxy carbony Icy anoalkenyl , lower haloaralkyl, lower 
carboxyhaloalkyl , lower alkoxycarbonyihaioalkyl , lower 
aminocarbonyihaicaikyl , lower 

alkyi aminocarbonylhaioalkyl , lower N-alky lamino , lower 
25 N, N-cialky lamino , N-arylamino, lower N-aralkylamino , 
lower N~aiky 1 -N-aralky lamino , lower N-alky 1-N- 
ary lamino, lower aminoalkyl, lower N-alky lamino a Iky 1 , 
lower N, N-diaiky laminoalkyl , lower N-arylaminoalkyl , 
lower N-aralkylammoalkyi , lower N-alkyl-N- 
3 j ara Iky laminoalkyl , lower N- a Ikyl-N-ary laminoalkyl , 

aryloxy, lower aralkcxy, lower alkoxy , lower alkylthio, 
arylthio, lower aralkylthio, aminocarbony 1 , lower 
air.mocarbcnylalky 1 , lower N- alky lamino carbony 1 , N- 
ary lam mo car bony! , lower N , N - dia Iky lamino car bony 1 , 
35 lower N-alky i-N-arylaminocarbonyi , lower 
cy c 1 oa 1 ky 1 ami no car bo nyl , lower 
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carbcxyalkyiaminocarbonyl , lower 

aralkoxycarbonylalkylaminocarbonyl , lower hydroxyalkyl , 



5 




wherein R J is selected from hydrido, lower alkyl, 
halo, cyano, lower hydroxyalkyl, lower alkylthio, lower 
alkylsulf inyl , lower alkylsulf onyl , lower alkoxy, lower 

-l w m-aj.^ icuuj.iiU/ luwci. 11, iN-uiax^y laiuiiiu, xuwei IN — 

alky laininosulf onyl , N-arylaminosulf ony 1 , arylsulf onyl , 
lower N, N-dialkylaminosulf onyl, lower N-alkyl-N- 
arylaminosulf onyl and lower cycloalkyl; 

wherein R 4 is selected from lower aralkenyl, 

15 aryl, lower cycloalkyl, lower cycloalkenyl and five to 
ten membered heterocyclic; wherein R 4 is optionally 
substituted at a substitutable position with one or 
more radicals selected from halo, lower alkyithio, 
lower alkylsulf inyl , lower alkyl, lower alkenyl, lower 

2 0 alkylsulf onyl , cyano, carboxyl, lower al koxy car bony 1 , 

aminocarbonyl , lower haloalkyl , hydroxyl, lower alkoxy, 
lower hydroxyalkyl , lower haloalkoxy, sulfamyl, lower 
a Iky 1 amino su If onyl , amino, lower N-alkylamino , lower 
N, N-dialkylamino , five or six membered heterocyclic, 

25 lower cycloalkyl alkyl , nitro, 




cr wherein R-> and R 4 together form 
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wherein A is selected from phenyl and five or six 
5 membered heteroaryl; 

wherein R 5 is lower alkyl; 

wherein is one or more radicals selected from 
halo, lower alkylthio, lower alkylsulf inyl , lower 
alkyl, lower alkenyl, lower alkylsulf onyl , cyano, 
10 carboxyl, lower alkoxycarbonyl , aminocarbonyl , lower 
haloalkyl, hydrcxyl, lower alkoxy, lower hydroxyalkyl , 
lower haloalkoxy, sulfamyl, amino, lower N-alky lammo , 
lower K, N-uidlky Idnninu, luwei cycloaiky iaikyi and 
nitre; and 

15 wherein R 7 is selected from hydrido, lower alkyl, 

aryl and lower aralkyl; 

or a pharmaceutically-acceptable salt thereof. 



22. The composition of Claim 21 wherein R 1 
2C is phenyl, wherein R- is substituted at a substitutable 
position with one or more radicals selected from 
sulfamyl, halo, lower alkyl, lower alkoxy and 

— s-n s c-n ; 

V 

wherein R 2 is selected from hydrido, lower alkyl, 
25 lower haloalkyl, cyano, carboxyl, lower alkoxycarbonyl, 
lower carboxyalkyl, lower cyanoalkyl, lower 
alkcxycarbonylcyanoalkenyi, lower haloaralkyl, lower 
carboxyhaloaikyl , lower aikoxycarbonylhaloalky 1 , lower 
aminocarbony lhaicalkyi , lower 
2 C alky lammocarbcny ihaicaiky 1 , lower t; -al icy 1 amino , lower 
:J, N-dialky 1 amino, N-aryi amine , lower N-aralkyiamino , 
lower N-alkyl-N-aralky lammo, lower >J-alkyl-N- 
aryiairuno, lower aminoaikyi, lower N-aikylaminoalkyl , 
lower N,N-dialkylamincalkyl, lower N-aryl amine alkyl , 
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lower N-aralkylamincalkyl , lower N-a!kyi-N- 
aralkylaminoalkyl, lower N-alky 1-N-aryl ammo alky 1 , 
lower alkoxy, aryloxy, lower aralkoxy, lower alkylthio, 
arylthic, lower aralkylthic, amino car bony 1 , lower 
5 aminocarbonylalkyl , lower N-alkylaminccarbony 1 , N- 
ary laminocarbonyl, lower N , N-dialky laminocarbonyl , 
lower N-alkyl-N-arylaminocarbonyl , lower 
cycloalky laminocarbonyl , lower 
carboxyalkylaminocarbonyl , lower 
10 heterocyclicaminocarbonyl , lower 

aralkoxycarbonylalky laminocarbonyl , lower hydroxy alky 1 , 




wherein R 3 is selected from hydride, lower alkyl, 
halo, cyano, lower hydroxy alkyl , lower alkoxy, lower N- 
aikylamino, lower N, N-dialky lamino, lower alkylthio, 
lower alkylsulf onyl and lower cycloalky!; 

20 wherein R 4 is selected from lower aralkenyl, 

aryl, lower cycloalkyl, lower cycloalkenyl and five to 
ten membered heterocyclic; wherein R 4 is optionally 
substituted at a subst itutable position with one or 
more radicals selected from halo, lewer alkylthio, 

25 lower alkylsulf inyl , lower alkyl, lower alkenyl, lower 
alkylsulf onyl , cyano, carboxyi, lower aikoxycarbonyl , 
aminocarbonyl , lower haloalkyi, hydrcxyl, lower alkoxy, 
lower hydroxy alkyl , lower haloalkoxy, sulfamyl, amino, 
lower N-alkylamino , lower N, N-dialky lamino , five or six 

3 0 membered heterocyclic . lower cycloalky lalkvl , nitre, 
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R p" 

i V R 



i 

CH 3 



or wherein and ?A together forrr, 

<CH 2 ) n 



/ 



wherein m is 2; 

wherein A is selected from phenyl and five 
membered heteroaryl; 

wherein R 5 is lower aikyl; 
10 wherein R 6 is one or more radicals selected from 

halo, lower alkyl, lower alkylsulf onyl , lower 
haloalkyi, lower alkoxy, sulfamyl, amino and nitro; and 

wherein R 7 is selected from hydrido , lower alkyl, 
aryl and lower araikyl; 
15 or a pharmaceuticaliy-acceptable salt thereof. 

23. The composition of Claim 22 wherein R 1 
is phenyl substituted at a substitutable position with 
one or mere radicals selected from halo, lower alkyl, 
2 0 sulfamyl and 

°*£ ? .R 5 
— S-N*C-N ; 

V 

wherein R 2 is selected from hydrido, lower alkyl, 
lower haloalkyi, cyano , carboxyl, lower alkcxycarbenyi , 
lower carboxyalky 1 , lower cyanoalkyl, lower 
25 alkoxycarbonylcyanoalkenyl , lower haloaralkyl, lower 

car boxy haloalkyi , lower alkoxycarbonylhaloalkyl , lower 
air.inocarbonylhaicalkyl , lower 

alkylaminocarbonyihalcalkyl . lower M-alky lammc , lower 
N , V J - c : a 1 ky 1 ar. ir.z , N- aryl ami no , lower M-araikyiarr.inc , 
30 lower N-alkyl-N-aralky lamino , lower N-alkyl-N- 

aryl amino, lower ammoalkyl, lower N-alky laminoaikyl , 
lower N,N-dialkylaramoalkyi, lower N- aryl ami noa 1 kyl , 
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aralkylaminoalky 1 , lower N-alkyl -N-arylamincalkyl , 
lower alkoxy aryloxy, lower aralkoxy, lower alkylthio, 
arylthio, lower aralky 1 thio , aminocarbony 1 , lower 
5 aminocarbony 1 al ky 1 . lower N-aikylaminocarbonyl , N- 
ary I aminocarbony 1 , lower N , N-dialky 1 aminocarbony 1 , 
lower N-alkyl -N-arylaminocarbonyl , lower 
cycloalky laminocarbonyl , lower 
carboxyalkylaminocarbonyl , lower 
10 aralkoxycarbonylalkylaminocarbonyl, lower hydroxyalkyl , 




15 wherein R 3 is selected from hydrido, lower alkyl, 

halo, cyano, lower hydroxy alky 1 , lower alkoxy, lower 
alkylthio, lower N-alky lamino , lower N, N-dialky lamino , 
lower alkylsulf onyl and lower cycloalkyl; 

wherein is selected from lower aralkenyl, 

2C aryl, lower cycloalkyl, lower cycloalkenyl and five to 
ten membered heterocyclic; wherein R 4 is optionally 
substituted at a substitutable position with one or 
more radicals selected from halo, lower alkylthio, 
lower alkylsulf inyl , lower alkyl, lower alkenyl, lower 

25 alkylsulf onyl , cyano, carboxyl, lower alkoxycarbonyl , 

aminocarbony 1 , lower haloalkyl, hydroxyl , lower alkoxy, 
lower hydroxyalky 1 , lower haloalkoxy, sulfamyl, lower 
alkylaminocarbonyl , amino, lower N-alky lamino , lower 
N, N-di a Iky lamino , five cr six membered heterocyclic, 

~. f 1 nver rye loalky 1 a 1 ky" . n:Tr. 
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wherein R 5 is lower alkyl; and 

wherein R 7 is selected from hydride, lower aikyl, 
5 aryl and lower aralkyi; 

or a pharmaceuticaliy-acceptable salt thereof. 

24. The composition of Claim 23 wherein R 1 
is phenyl, substituted at a substitutable position with 
10 one or more radicals selected from fluoro, chioro, 
methyl, suifamyl and 

C.0 H ,CH 3 
— s— M=r-M 

CH 3 

wherein R 2 is selected from hydrido, methyl, 
ethyl, isopropyl, tert-butyl, isobutyl, hexyl , 
15 f luoromethyl , di f luoromethyl , trif luorcmethyl , 
chloromethy 1 , dichlorcmethy 1 , trichlorcmethyl , 
pentaf iuoroethy 1 , heptaf luoropropyl , 
dif luorochloromethyl , dichlorof luoromethyl , 
dif luoroethyl , dif luoropropyl , dichiorcethyl , 

2 0 dichloroprcpyl , cyano , carboxyl, methoxycarbonyl , 

ethoxycarbonyl , isopropoxycarbony 1 , tert- 
butoxycarbonyl , propcxycarbonyl , butoxycarbo'nyl , 
isobutoxycarbonyl , pentoxycarbony 1 , acetyl, propionyl, 
butyryl, isobutyryl, valeryl, isovaleryl, pivaloyl, 
25 hexanoyl, trif luoroacetyl , cyanomethyl, 

ethoxycarbonyl cyanoethenyi , 1 , 1-dif luoro-1- 

phenylmethyl , 1 , 1-dif luoro-l-phenylethy 1 , 

dif luoroacetyl , me the xyc arbo ny ldi f luorcmethyl , 

dif lucroacetamidyl , N\ N-cimethyldif iuor oacetamidy 1 , N- 

3 0 phenyl dif luorcacet ami dyl , N-ethylammo , N-methy iaminc , 

N , N-dirr.ethy lar.ino , N, N-diethylaminc , N-phenylamino , N- 
benzylamino, N-phenyi ethyl ammo , N-methy 1 -N- 
benzylamino, N-ethyl -N-phenylamino , N-r.ethy 1-N- 
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phenyl ami no, aminomethyl, N-methyiaminomethyi , N,N- 
dimethylaminomethyl , N-phenylamincmethyl , N- 
benzylaminomethyl , N-methyl -N-benzy laminomethy 1 , N- 
methy 1 -N-pheny 1 amnion ethyl , methoxy , ethoxy , phenoxy , 
5 bcnzylcxy, me thy It hie, phenyithic, benzylthio, N- 

methylurea , N-methyl thiourea, N-methylacetamidyl , urea, 
ureamethyi, thiourea, thioureamethy 1 , acetamidyl, N- 
phenylthioureamethyl , N-benzy lthioureamethy 1 , N- 
methylthioureamethy 1 , N-pheny lureamethy 1 , N- 

10 benzy lureamethy 1 , N-mechy lureamethyi , N- 

phenylacetamidylmethyl , N-benzylacetamidylmethy 1 , N- 
methylacetamidy Imethy 1 , aminocarbony 1 , 
aminocarbony lmethyl , N-methy 1 ami no c a rbony 1 , N- 
ethy laminocarbonyl , N-isopropylaminocarbonyl , N- 

ib propy laminocarbonyl , N-butylaminocarbonyl , N- 

isobutylaminocarbonyl , N- t ert-buty laminocarbonyl , N- 
pentylaminocarbonyl , N-phenyl amino carbonyl , N,N- 
dime thy laminocarbonyl , N-methy i-N-ethy laminocarbonyl , 
N- (3 -fluorophenyl) aminocarbony 1, N- (4- 

20 methylphenyl ) aminocarbony 1 , N-(3- 

chlorcphenyl ) aminocarbony 1 , N-methy 1 -N- ( 3 - 
chlorcphenyl ) aminocarbony 1 , N- ( 4 - 
methoxyphenyl) aminocarbonyl , N-methyl -N- 
phenylaminocarbonyl , cyciopenty laminocarbonyl , 

2 5 cyclohexy laminocarbonyl , carboxymethy laminocarbonyl , 

benzy loxycarbony lmethylaminocarbcnyl , hydroxypropy 1 , 
hycroxymethyl , and hydroxyprcpyl ; 

wherein R 3 is selected from hydrido, methyl, 
ethyl, isopropyl, cert -butyl, isobutyl, hexyl, fluoro, 

3 0 chloro, bromo, cyano, methoxy, methylthio, 

methylsulf onyl , N-methy lammo , N-ethy lamj.no , N,N- 
dimethylamino, N , N-diethylamir.c , cyclcprcpyl , 
cyclcpentyl, hydroxypropy 1 , hydroxymethy 1 , and 
hy dr oxy e t hy 1 ; and 
jb wherein R 4 is selected rrom phenyl ethenyl , 

phenyl, naphthyl, biphenyl, cyclchexyi , cyclcpentyi, 
cycloheptyl, 1-cyclohexenyl , 2-cyclohexenyl , 3- 
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cyelohexenyl , 4 -cyclohexeny 1 , 1 - eye 1 open tenyl , 4- 
cyclopentenyl , benzefuryl , 2 , 3 -dihydrobenzof ury 1 , 
1 , 2 , 3 , 4-tetrahydronaphthyl , benzothienyl , indenyl, 
indanyl, indoiyl , dihydroindolyl , chromanyl, 




benzodioxolyl , benzedicxany 1 , pyridyl, thienyl, 
thiazolyl, oxazolyl, furyl and pyrazinyl; wherein R 4 is 
optionally substituted at a subst itutable position with 
one cr more radicals selected from fiuoro, chlcro, 
10 bromo, methylthio, methylsulf inyl , methyl, ethyl, 
propyl, isopropyl, cert-butyl, iscbutyl, hexyl, 
ethyienyi, propenyl , methyisulf onyl , cyano, carboxyl, 
methoxycarbonyl , e thoxy car bony 1 , isopropoxycarbony 1 , 
cert -butoxycarbonyl , propoxycarbonyl ( butoxycarbonyi , 



f luoromethyl , dif luoromethyl , trif luoromethyl , 
chloromethyl , dichloromethyl , trichlcromethyl , 
pentaf luoroethyl , heptaf luoropropyl , 
bromcdif luoromethyl , dif luorochloromethyl , 

2C dichlorof luoromethyl , dif luoroethyl , dif luoropropyl , 
dichloroethyl , dichloropropy 1 , hydroxy 1 , methcxy , 
methylenedioxy , ethoxy, propoxy, n-butoxy, sulfamyl, 
methylaminosulf onyl , hydroxypropy 1 , hydroxy isopropyl , 
hydroxym ethyl , hydroxy ethy 1 , trif luoromethoxy , amino, 

2 5 N-methylamino , N-ethylamino, N-ethyl-N-methylaminc , 
N,N- dime thy 1 amino, N, N-diethylaraino , formyl amino , 
me thy lcarbonylamino , trif luorcacetamino , piperadinyl , 
piperazinyl, morphoiino, cyclohexylmethyl, 
cycloprcpy Imethy 1 , cry clcpentylme thy 1 , nitro , 



1 c 




30 



R ' 





and 




and 



35 



wherein R 7 is selected from hydride, methyl, 
ethyl, phenyl and benzyl; 

or a pharmaceutically-acceptable salt thereof. 
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25. The composition of Clair. 24 selected 
from compounds, and their pharmaceutical]// acceptable 
salts, of the group consisting of 

ethyl 1- [4- ( aminosul fonyl ) phenyl ] -5- ( 4 -chlorophenyl ) - 

lH-pyrazole- 3 -carboxylate ; 
ethyl 1- [4- (aminosul fonyl ) phenyl ] -5- ( 4 -me thy 1 phenyl ) - 

lH-pyrazole- 3 -carboxylate ; 
10 isopropyl 1- [ 4- ( aminosulf ony 1 )phenyl] -5- ( 4- 

chlorophenyl ) - lK-pyrazole- 3 -carboxylate ; 

N- [4-methylphenyl] -1- [4- (aminosul fonyl ) phenyl ] -5- (4- 
f luorophenyl ) -lH-pyrazoie-3 -carboxamide ; 
15 N- [ 3 -chlorophenyl ] -1- [4- ( aminosulf ony 1 ) phenyl ] -5- (4- 
f luorophenyl ) -lH-pyrazole-3 -carboxamide ; 
N- [3-f luorophenyl] -1- [4- ( aminosulf ony 1 ) phenyl ] -5- (4- 

f luorophenyl ) - lK-pyrazole- 3 -carboxamide ; 
N- [3 -f luorophenyl] -1- [4- (aminosulf ony 1 ) phenyl ] -5- (4- 
2C chlorophenyl) - lK-pyrazole-3 -carboxamide ; 

phenylmethyi N- [ [ 1- [ 4- (aminosulf ony 1 ) phenyl ] -5- (4- 

chlorophenyl ) -lH-pyrazol-3 -y 1 ] carbonyl ] glycinate; 

[5- ( 4-bromophenyl ) -3 - cyano - lH-py razcl -1 - 

yl ] benzenesuif onamide; 
[ 3 -cyano-5- ( 4- f luorophenyl ) -lH-pyrazol-1- 

yl ] benzenesuif onamide ; 
[5- ( 4 -chlorophenyl ) -3 -cyano- IH-pyrazol - 1 - 

yl] benzenesuif onamide; 
[3 -cyano-5- ( 4 -methoxypheny 1 ) -IH-pyrazol -1 - 

yl ] benzenesuif onamide ; 
[ 3 -cyano-5- ( 4-methylphenyi ) -IH-pyrazol- 1- 

yl] benzenesuif onamide; 
[ 3 - cyano - 5 - < 4 - me thy 1 thioph eny 1) -IH-pyrazcl-l- 

yl] benzenesuif onamide; 
[ 5- ( 5 -chloro- 4 -methoxypheny! ) -3 -cyano- lK-pyra zol -1 - 
yl ] benzenesuif onamide ; 



4- 

25 

4- 
4- 

30 4- 
4- 
4- 

35 

4- 
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4- [5- ( 5 -brcmo-4 -methoxyphenyl J -3-cyano-lH-pyrazol-l - 

y 1 } benzenesuif cnamide ; 
4 - [ 3 -cyano- 5 -phenyl -lK-pyrazol-1- 

yl ] benzenesuif onamide ; 

4 - [ 4 -chlorc - 5 - [ 4 - f luor ophenyl ) -lH-pyrazol -1- 

yl ] benzenesul f onamide ; 
4- [ 4 -chloro-5- [ 4 -chlor ophenyl ) -IH-pyrazol -1- 

yl ] benzenesuif onamide ; 
10 4- [4 -bromo-5- ( 4 -chlorcphenyl ) -lH-pyrazol- 1- 

yl ] benzenesuif onamide ; 
4- [ 4 -chlor o- 5 -phenyl- IH-pyrazol-l- 
yl ] benzenesuif onamide ; 

4 - t 4 -chloro- 5 - (3,5 -di chloro- 4 -methoxyphenyl ) -1H- 
i c; ™t azcl - 1 -y i ] benzenesul f onamide ; 

[ 4 -bromc - 5 - ( 4 -methy lphenyl ) -IH-pyrazol- 1 - 

yl] benzenesuif onamide ; 
[4-chloro-5- [ •* -me thy lphenyl ) -lH-pyrazol-1- 

yl] benzenesuif onamide ; 
E 4-chloro-5- ( 3 - chlcro- 4 -methoxyphenyl ) - lH-pyrazol- 1 - 

yl ; benzenesuif onamide ; 
' 4 -chloro-5 - ( 4 -methoxyphenyl ) - IK- py raze 1-1- 

yl ] benzenesuif onamide ; 
[ 4 -bromo - 5 - ( 4 - methoxyphenyl ) - lH-pyr a z o 1 - 1 - 

y 1 ] benzenesul f onamide ; 
[ 4 -cyano - 5 - 1 4 -methoxyphenyl ) - lH-pyrazol - 1 - 
yl ] benzenesuif onamide ; 



4- [4 -chloro-5- ( 4 - chlorcphenyl ) -3- ( tri f luor ome thy 1 ) - 
30 lH-pyrazol-l-yl ] benzenesuif onamide ; 

4- [ 4 -ethyl -5 -phenyl -3 - ( trif luor ome thyl ) -IH-pyrazol - : 

yl ] benzenesuif onamide ; 
4- [ 4 -r.ethy 1 - 5 -phenyl - 3 - ( trif lucromethyl ) - IH-pyrazol - 

1-yl ] benzenesul f cnamide ; 
3 5 4- [5- ;4-methcxyphenyl) 4 -methyl 3 ( trif lucromethyl ) - 

IH-pyrazol-l-yl ] benzenesuif onamide ; 
4- [5- ( 4-chlorophenyl ) -4-methyl-3- ( trif luoromethyl ) - 

lH-pyrazcl-1-yl ] benzenesuif onamide ; 
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4 - [5 - (4-chlorcphenyl) -4 -ethyl -2- ■ trif luoromethy! ) -1H- 

pyrazol- 1 -yl ] benzenesulf onamide ; 
4 - [ 4 -ethyl -5- ( 4 -me thy Iphenyl ) -3 - ( trif luoromethy 1 ) - 1H- 

pyrazol-1 -yl ] benzenesulf onamide ; 
5 4 - [ 4 -ethyl -5- ( 4 -me thoxy- 3 -me thy Iphenyl ) -3 - 

( trif luoromethy 1 ) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
4- [4 -ethyl -5- ( 4-raethoxyphenyl ! -3- ( trif luoromethy 1 ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
10 4- [4 -ethyl- 5- ( 3 - f luoro-4-chlorophenyl ) -3- 

( trif luoromethy!) -lH-pyrazol-1- 

yl] benzenesulfonanu.de; 
4- [5- (4-f luorophenyl) -4 -methyl -3- { trif luoromethy 1 ) - 

lK-pyrazol-l-yl ] benzenesulf onamide ,- 
15 4 - [ 4 - me thy 1 - 5 - ( 4 -me thy Iphenyl ) -3- ( trif luoromethy 1 } 

IH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [ 4 - f luoro-5 -phenyl-3 - ( tri f luoromethy 1 ) -IH-pyrazol- 

1-yl] benzenesulf onamide ; 
4- [4-bromo-5- ( 4 -chlorophenyl ) -3- (dif luoromethy 1 ) -1K- 
20 pyrazol-1 -yl] benzenesulf onamide ; 

4- [4-chloro-5- (3 , 5 -dichloro-4-methcxyphenyl ) -3- 

(dif luorcmethyl) -lH-pyrazol-1- 

yi] benzenesulf onamide; 
4- [4-chloro-3- ( dif luoromethy 1 ) -5 -phenyl -lH-pyrazol-1 - 

2 5 yl ] benzenesulf onamide ; 

4- [ 4-bromo-3~ (dif luoromethy 1 ) -5 -phenyl- lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [4-chloro-3- (dif luoromethy 1 ) -5- ( 4-methoxyphenyl ) - 

IK-pyrazol-l-yl] benzenesulf onamide; 

3 0 4- [ 4-chloro-3-cyano-5-phenyl-lH-pyrazol-l- 

yl] benzenesulf onamide ; 
4- [ 4 -chlorc- 5 - (4 -chloropheny 1 ) -3 -cyano-lH-pyrazcl- 1- 

y 1 ] benzenesulfonamide ; 
4- [4 -chloro-3 -cyano-5- ( 4-f luorophenyl ] -lK-pyrazcl- 1- 

4- [ 4 -brcmo-3 -cyano-5- ( 4-f luoropheny 1 ) - IH-pyrazol - 1- 
yl] benzenesulf onamide; 
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4 - [ 4 -brcmo-3 -cyano- 5 -phenyl - IH-pyrazol - 1 - 

yl ] benzenesulf cnamide ; 
ethyl [1- ( 4 -ammosulf onylphenyi ! -4 -bromo- 5- ( 4 - 

chicrophenyl ) -lH-pyrazol-3 -yl ] carboxylate; 
5 methyl ' 1- ( 4 -arr.inosulf onylphenyi ) -4 -chloro- 5 -phenyl • 

iH-pyrazcl-3 -yl ] carboxylate ; 
methyl [1- ( 4 -ami no su If onylphenyi ) -4 -chloro-5- ( 4 - 

chicrophenyl ) - IH-pyrazol - 3 -yl ] carboxylate ; 
ethyl [1- ( 4 -ammosuif onylphenyi ) -4-chloro-5- (4- 
10 chlorophenyl ) - lH-pyrazol-3 -yl ] carboxylate ; 

methyl [1- ( 4 -amine sulf onylphenyi ) -4 -chloro-5- ( 4 - 

f lucrophenyl ) - IH-pyrazol- 3 -yl ] carboxylate ; 
methyl [1- { 4 -amino sulf onylphenyi ) -4 -bromo-5- (4- 

f lucrophenyl } - IH-pyrazol -3 -yl ] carboxylate ; 
15 methyl [ 1- (4 - ami no su 1 f onylphenyi ) -4 -chloro- 5- ( 3 - 

chloro-4 -methoxyphenyl ) -lH-pyrazol-3 - 

yl ] carboxylate; 
methyl [1- ( 4 -amine sulf onylphenyi ) -4 -chloro-5- (3,5- 

dichloro-4-rtethoxyphenyl ) -lH-pyrazoi -3 - 
20 yl ] carboxylate ; 

methyl [1- ( 4 -axmosulf onylphenyi ) - 5- ( 3 -bromo-4 - 

methoxyphenyl I - 4 -chloro- - IH-pyrazol -3 - 

yl] carboxylate; 
4 - [ 4 -chloro -3 - iscpropy i-5 -phenyl-lH-pyrazol -1- 
25 yl ] benzenesulf cnamide ; 

4- [ 4-chloro-3 -methyl -5 -phenyl -lK-pyrazol -1 - 

yl ] benzenesulf cnamide ; 
4 - [ 4 -chloro- 3 -hydrcxymethyl-5-phenyl-lK-pyrazol -1 - 

y 1 ] benzenesulf cnamide ; 
3 0 4- [ 4 -chloro- 5- ( 4 -chlorophenyl ) -3 -hydroxymethyl-lH- 
pyrazol- 1 -yl ] benzenesulf onamide ; 



4- [5- i 4 - chicrophenyl ) -3- ( tr i f lucromethyl ) -IH-pyrazoi- 

1-yl ] benzene sul f onamide ; 
3 5 4 - [ 5 -phenyl - 3 - ( tr i f lucromethyl ) - lH-pyraz~ ] - : 

y 1 ] benzenesulf cnamide ; 
4- [5- i 4-f luorophenyl ) -3- ( trif luoromethyl ) - lH-py raze 1 - 

1-yl ] benzenesulf onamide; 
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5 - ( 4-cyancphenyl ) -3 - ( trif luoromethyl ) - IH-pyrazoi - 1 

yl ] benzenesulf onamide ; 
5- (2 , 4-dif luorophenyl) -3- { trif luoromethyl ) -1H- 

pyr azc I - 1 -yl ] benz enesul f onamide ; 
5- ( 4 -methoxyphenyi ) -3- ( tr if luoromethyl ) -IK-pyrazcl 

1 -y 1 ] benz enesul f onamide ; 
5- (3 , 4-dichlorophenyl) -3- (trif luorome thy 1) -1H- 

pyrazci-l-yl ] benzenesulf onamide ; 
5- { 4-bromophenyl) -3- ( trif luorome thy 1 ) - IH-pyrazoi - 1 

yi ; benzenesulf onamide ; 
5- (2, 4-dichlorcphenyl) -3- ( trif iucromethyl ) -1H- 

pyrazol-l-yl] benzenesulf onamide ; 
5- (3-chlorophenyl) -3- ( trif luorome thy 1 ) -IH-pyrazol- 

1-yl ] benzenesulf onamide; 
5- (4-methylphenyl) -3- ( tri f luorome thy 1 ) -IH-pyrazol- 

1-y 1] benzenesulf onamide ; 
5- (2-chlcrophenyl) -3- ( trif luorome thy 1 ) -IH-pyrazcl- 

1 -y 1 ] benz enesul f onamide ; 
5- (2-f luorophenyl) -3- ( tri f luoromethyl ) -lH-pyrazol- 

1 -yl ] benzenesulf onamide ; 
5- ( 4-ammophenyi ) -3- ( trif luoromethyl } -lK-pyrazol-1 

y 1 ] benzenesulf onamide ; 
5- (2-methylphenyi) -3- ( trif luoromethyl ) -lH-pyrazol- 

1-yl ] benzenesulf onamide ; 
5- ( 4-f luoro-2-methylphenyl) -3- (trif luoromethyl ) -1H 

pyrazol-1 -yl] benzenesulf onamide; 
5- ( 3 -methy lphenyl ) -3- (trif luoromethyl ) -lK-pyrazol- 

1-yl ] benzenesulf onamide; 
5 - ( 4 -ethoxyphenyl ) -3 - ( tri f luoromethyl ) -IH-pyrazoi - 

1-yl ] benzenesulf onamide ; 
5 - ' 3 , 5 -dimethy lphenyl- 4 -me thoxy -3 - 

( trif luoromethyl' -IK-pyrazol - 1 - 

yl ] benzenesulf onamide ; 
5- ( 3 - f luorophenyl ' -3- ( tri f luoromethyl ) -IH-pyrazcl- 

i-y 1 ] benzenesulf onamide ; 
5- ( 3 - f iuoro - 4 -methoxyphenyi ) -3- ( trif luoromethyl ) - 

lH-pyrazol-l-yi ] benzenesulf onamide ; 
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4- [5- (4-methylthicphenyl; -3- [ tri f luoromethyl ) -1H- 

pyrazol-1 -y 1 ] benzenesulf onamide; 
4- [5- (4-chlorc-3-methylphenyi) -3- (trif luoromethyl ) -1H- 

pyrazol-1 -yl ] benzenesulf onamide; 
5 4 - [ 5 - ( 4 -et hy lpheny 1 ) - 3 - { tri f luoromethyl ) - 1H- pyrazol - 1 - 

yl] benzenesulf onamide ; 
4- [5- (2 , 4 -dimethy lpheny 1) -3- ( trif luoromethyl ) -1K- 

pyrazol-l-yl ; benzenesulf onamide ; 
4- [ 5- (2-methoxyphenyl) -3- (trif luoromechy 1 ) -lH-pyrazcl- 
10 1-yl] benzenesulf onamide; 

4 - [5 - (4-methoxy-3-methylphenyl} -3- ( crif luoromethyl ) - 

lH-pyrazoi-l-yl ] benzenesulf onamide ; 
4- [5- (3 -bromo-4 -methyl thiophenyl) -3- ( trif luorome thy 1 ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ,- 

■» I. - \ -> w**awa.n* -a iuw t-**jr k\-i.ij -i. / ^ iLi-lti-UUlUlUCLiiyl/ "in" 

pyrazol -1-yl] benzenesulf onamide; 
4- [5- (3 , 4-dimethoxyphenyl) -3- (trif luoromethyl ) -1H- 

pyrazol-l-yl] benzenesulf onamide; 
4 - [5 - (3-chloro-4-methcxyphenyl) -3- ( trif luoromethyl ) - 
2 0 IH-pyrazol-l-yl ] benzenesulf onamide ; 

4- [5- (3 -chloro-4 -methcxy-5-methylphenyl ) -3- 
C trif luoromethyl) -IH-pyrazol-1- 
yl] benzenesulfonanu.de; 
4- [5- (3-ethyl-4-methoxyphenyl] -3- (trif luorcmethyl ) -1H- 
25 pyrazol -1-yl ] benzenesulf onamide ; 

4- [5- (4-fiuoro-2-mechcxyphenyl) -3- (trif luoromethyl ) - 

IH-pyrazol-l-yl ] benzenesulf onamide; 
4- [5- (4-methoxy-3- { 3 -propenyl ) phenyl ) -3- 
( trif luoromethyl ) -IK-pyrazol-l- 
3C yl ] benzenesulf onamide ; 

4 - [ 5 * (3 , 5 -dichloro-4 -methoxypheny 1 ) -3 - 
i trif luorcmethyl : -iK-pyrazol-1- 
y 1 ] benzenesulf onamide ; 
4- [ 5 - ( 3 -chloro-4 - f lucrcphenyi ) -3- ( trif luoromethyl ) -1H- 

4- [ 5- (3 -fluoro- 4 -methyl thiophenyl ) -3- 
(trif luoromethyl) - IK-pyrazol-l- 
yl ] benzenesul f onamide ; 
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4 - [ 5 - ( 5-methyl-4 -methylthiopheny 1 ) -3- 

( trif luorcmethyl ] -lK-pyrazol-1- 

yl ] benzenesul f onamide ; 
4 - [ 5 - ( 3 -chloro-4 -methylthiopheny 1 ) -3 - 
5 (tirifluornmprhyl ) - lH-pyrazcl-1- 

yl] benzenesulf onamide; 
4- [5- (4- (>J,N-dimethylamino) phenyl) -3- ( trif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesul f onamide; 
4- [5- ;4-methyl-3-nitrophenyl) -3- ( trif luoromethyl ) -1K- 
10 pyrazol-l-yl ] benzenesulf onamide ; 

4- [5- (4- (N-methyiamino) phenyl) -3- (trif luoromethyl ) -1H- 

pyrazol-l-yl j benzenesulf onamide ; 
4- [5- (3-amino-4-methylphenyl) -3- ( trif luoromethyl ) -1H- 

pyrazol-l-yl] benzenesulf onamide; 

1 r 
± J) 

4- [5- (4-chlorophenyl) -3- (dif luoromethyl ) -IH-pyrazol- 

1 -y 1 ] benzenesul f onamide ; 
4- [5- (4-methylthiophenyl) -3- ( dif luoromethyl } -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
20 4- [5- ( 4-methylphenyi) -3- (dif luoromethyl ) -iH-pyrazol- 

1-yl] benzenesulf onamide; 
4- [5 -phenyl- 3- (dif luoromethyl) -lH-pyrazol -1- 

yl] benzenesulf onamide ; 
4- [5- (4-methoxyphenyl) -3- ( dif luorcmethyl ) -lH-pyrazoi- 
25 1-yl] benzenesulf onamide; 

4- [5- ( 3 -fluoro- 4-methoxyphenyl ) -3- ( dif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- [ 5- (4-chlorophenyl) -3- (dif luoromethyl ) -iH-pyrazol- 

1-yl] benzenesulf onamide; 
3C 4-[5- (2-f luoro- 4-methoxyphenyl) -3- ( dif luoromethyl ) - 

lH-pyrazol-1 -yl ] benzenesulf onamide ,- 
4 - [ 5 - ( 3 -chloro-4 -me thy 1 phenyl ) - 3 - (dif luorcmethyl ) -1K- 

pyrazol-l-yl ] benzenesulf onamide ; 
4 - [ 5 - \2 -chloro-4 -methoxyphenyl ) -3 - ( dif luoromethyl ; - 
3 : lH-pyrazoi-1-yi ] benzenesulf onamide ; 

4- [5~ (4-chloro-3 -methylpheny 1 ) -3- (dif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
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[5 



[5 



( 3 , 4 -dimethoxyphenyl ) - 3 - (dif luoromethyl ■ - 1H- 
pyrazol - 1 -yl ] benzenesulf onarnide ; 
(3,5 -dichloro-4-methoxyphenyl ) -3- 
( dif luoromethyl ) -lH-pyrazoi-1- 



yl j benzenesul f onarnide ; 



4 - [ 5 - ( 3 , 5 -dif luorc-4-methoxypheny 1 ) -3 - 
(dif luoromethyl ) - IH-pyrazol - 1 - 
yl ] benzenesul f onarnide ; 
4- [ 5- ( 2 -methoxypheny 1 ) -3- (dif luoromethyl ■ - lK-pyrazci - 



4- [5- (3-bromo-4-methoxyphenyl) -3- (dif luoromethyl } -1H- 

pyrazcl - 1 -y 1 ] benz enesul f onarnide ; 
4 - [5 - (4-methylsulf onylphenyl) - 3- (dif luoromethyl ) -1K- 

pyrazcl-l-yl ] benzenesulf onarnide; 



4- [5- (4-chlorophenylJ -3- (heptaf luoropropy 1 ) - IH- 
pyrazol -1-yl] benzenesulf onarnide ; 
4- [5- (4-chlorophenyl) -3- ( chloro -dif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onarnide ; 
20 4- (5- (4-chlorophenyl ) -3- (pentaf luoroethyl ) -1H- 

pyrazcl-l-yl] benzenesulf onarnide ; 
4- [5- [4-f luorophenyl ] -3- ( 3 -hydrcxypropy 1 ) - 

lH-pyrazol-l-yl ] benzenesulf onarnide ; 
4- [ 5 - ( 4 -chlorophenyl ! -3 - (cyanomethy 1 ) - 
2 5 lH-pyrazol -1-yi ] benzenesulf onarnide ; 

4- [5- (3, 5-dichlorc-4-methoxyphenyl) -3- (3- 

hydroxypropyl ! -lK-pyrazol-1- 

yl ] benzenesulf onarnide ; 
4- [5- ( 3 -chloro-4 -methoxypheny 1 ) -3- ( chloromethyl ) -1K- 
30 pyrazoi-l-yl] benzenesulf onarnide ; 

4- [3 - (chloro- dif luoromethyl) -5- (3-f luoro-4- 

methoxypheny i - IH-pyrazol - i - 

yl ] benzenesul f onarnide ; 
ethyl 3 - [ 1 - ( 4 -aminosul f onylphenyl ) -5 - (phenyl - 1K- 
3 5 pyrazol - 1 -y 1 ] -2 -cyano-2 -prnpenoa t e ; 

4- [5- (phenyl ) -3- ( f luoromethyl ) -IH-pyrazol - 1- 

yl ] benzenesul f onarnide ; 



13 



1-y 1 ] benzenesul f onarnide ; 



15 
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4- [5- (5-bromo-2-thienyl) -3- (dif luorcmethy 1 ) -1K- 

pyrazol-l-yl ] benzenesulf onamide; 
4- [5- ( 5~chloro-2-thienyl) -3- (dif iuoromethyl ) -1H- 

pyrazol -1-yl ] benzenesulf onamide ; 
5 4- [5- ( 1 -cyclohexenyl ) -3- (dif Iuoromethyl ) -lH-pyrazol-1- 

yl ] benzenesulf onamide; 
4- [5- (1-cyclohexyl) -3- (dif Iuoromethyl ) - IH-pyrazol- 1- 

yl ] benzenesulf onamide ; 
4- [5- ( 6-benzodioxanyl ) -3- (dif Iuoromethyl ) - IH-pyrazol - 1 - 
10 yl] benzenesulf onamide ; 

4- [3- (dif Iuoromethyl) -5- ( 4 -methyl eye lohexyl ) -lH- 

pyr azol-l-yl ] benzenesulf onamide; 
4- [5- (2-benzofuranyl) -3- (dif Iuoromethyl J -lH-pyrazoi-1- 

yl ] benzenesulf onamide ; 
15 4- f 5- (1 . 3-benzodinxnl -S-yl ) -3 - ( dif Iuoromethyl ) - IH- 
pyrazol -1-yl ] benzenesulf onamide; 



4- [5- (2-benzofuryl) -3- ( tr if Iuoromethyl ) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
2 0 4- [5- (5-bromo-2-thienyl) -3- ( tr if Iuoromethyl } -1H- 
pyrazol-l-yl ] benzenesulf onamide ; 
4 - [ 5- (5-chloro-2 -thienyl ) -3 - ( trif Iuoromethyl ) -1H- 

pyrazol-1 -y 1 ] benzenesulf onamide ; 
4- [5- (5-indanyl) -3- (trif Iuoromethyl ) -lH-pyrazol-1- 
2 5 yl ] benzenesulf onamide ; 

4- [5- ( 5 -methyl -2 -thienyl) -3- ( trif iuoromethyl ) -IK- 

pyrazol- 1-yl] benzenesulf onamide; 
4- [5- (2, 3-dihydrobenzofuran-2-yl ) -3- ( trif Iuoromethyl ) - 
lH-pyrazol-1 -yl ] benzenesulf onamide ; 
3C 4- [5- (1-cyclohexenyl) -3- (trif Iuoromethyl ) -lH-pyrazol- 
1-yl] benzenesulf onamide; 
4-[5-(l,2,3, 4 - tetrahydronaphth- 5 -yl ) -3 - 
(trif Iuoromethyl ) -IH-pyrazol - 1 - 
yl ] benzenesulf onamide ; 
1 4- [ c - ; P-benzcthienyl J -3- ( tri f luoror.ethy 1 ) -IH-pyrazol 1 
yl ] benzenesulf onamide ; 



WO 95/15316 



PCT/US94/12720 



238 

4- [5- ( 3 , 4-dihydro-2H-l-benzothiopyran-7-yl) -3 - 

(trif luoromethy 1 ) -lH-pyrazol-i- 

yl] benzenesulf onamide ; 
4- [5- [ 4 -methyl- 1, 3 -benzcdicxol-5-yl ) -3- 
5 ( crif luoromethy 1 ) -lH-pyrazol-1- 

yl] benzenesulf onamide; and 
4- [5- (4 -methyl- 1, 3 -benzodioxol -5 -y 1 ) -3- 

(trif luoromethyl) - lH-pyrazol-1 - 

yl ] benzenesulf onamide . 

10 

26. The composition of Claim 24 where the 
compound is 4- [ 5 - ( 4 -methylphenyl ) -3 - ( tri f luoromethyl ) - 
lH-pyrazol-l-yl]benzenesulfonamide, or a 
pharmaceutically-acceptable salt thereof. 

15 

27. The composition of Claim 24 where the 
compound is 4- [ 5- ( 4 -chlcropheny 1 ) -3 - (dif luoromethyl ) - 
lH-pyrazol-l-yl ] benzenesulf onamide , or a 
pharmaceutically-acceptable salt thereof. 

20 

23. The composition of Claim 24 where the 
compound is 4- [ 5- ( 3 -f luoro-4 -methoxypheny 1 ) -3- 
(dif luoromethyl ) -lH-pyrazol-l-yl]benzenesulf onamide , cr 
a pharmaceutically-acceptable salt thereof. 

25 

29. The composition of Claim 22 wherein R 1 
is phenyl substituted at a substitutable position with 
sulf amyl ; 

wherein R^ is selected from lower haloalkyl, 
3 0 cyano, carboxyl , lower alkoxycarbonyl , lower 
carboxyalkyl , aminocarbonyi , lower N- 

alkylaminocarbor.yl , aryiaminccarbonyl , lower r;, ra- 
dial kyl amino car be nyl , lower N-alkyl-K- 
aryl aminocarbonyi , lower cycloalkylaminocarbonyl and 
3 5 lower hydroxyalky 1 ; 

wherein R^ and together form 
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! ^.:..;- ■ 

wherein m is 2; 

wherein A is selected from phenyl and five 
5 membered heteroaryl; and 

wherein R^ is one or more radicals selected from 
halo, lower alkyl, lower alkylsulf onyl , lower 
haloalJcyl, lower alkoxy, amino and nitro; or a 
pharmaceutically-acceptable salt thereof . 

10 

30. The composition of Claim 29 wherein R 2 
is selected from f luoromethy 1 , dif luoromethyl , 
tr if luoromethyl , chloromethy 1 , dichloromethyl , 
trichloromethyl , pentaf luoroethyl , heptaf luoropropyl , 

15 dif luorochloromethyl , dichlorof luoromethy 1 , 
dif luoroethyl , di f luoropropyl , dichloroethyl , 
dichloropropyl, cyano, carboxyl, methoxycarbonyl , 
ethoxycarbonyl, isopropoxycarbonyl , tert- 
butoxycarbony 1, propoxycarbonyl , butoxycarbony 1 , 

20 isobutoxycarbonyl , pentoxycarbonyl , acetyl, propionyl, 
butyryl, isobutyryl , valeryl, isovaleryl, pivaloyl, 
hexanoyl, trif luoroacetyl , amino car bony 1 , N- 
methylaminocarbonyl , N-ethylaminocarbony 1 , N- 
isopropylaminocarbonyl , N-propylaminocarbony 1 , N- 

25 butylaminocarbcnyl , N-isobutylaminocarbcnyl , N- tert- 
buty 1 amino car bony 1 , N-penty 1 amino carbony 1 , N- 
phenylaminocarbonyl , N, N- dime thy laminocar bony 1 , N- 
methyl-N-ethylaminocarbonyi , N- ( 3 - 
f lucrophenyi ) aminocarbonyl , N- (4- 

5C methylphenyl) aminocarbonyl , N- (3- 
chlcropheny 1 ) aminocarbonyl , N- ( 4 - 
methoxypheny 1 ) aminocarbonyl , N-methyl-N- 
phenylaminocarbcnyl , cyclohexylaminocarbony 1 , 
hy drcxypropy 1 , hydroxymethyi and hydroxyethyi ; wherein 

35 A is selected from phenyl, furyl and thienyl; and 
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wherein R^ is one cr more radicals selected from 
fluoro, chlcro, bromo, mechylsulf onyl , methyl, ethyl, 
isopropyl, cert-butyl, isobutyl, f luoromethyl , 
cif luoromethyl , trif luoromethyl , chloromethy 1 , 
5 di chl o^criiG thy 1 tn^hioromethyl pontaf lucroeth*'! 
heptaf luoropropyl , dif luorochlorcmethyl , 
dichlorof luoromethyl , di f luoroethy 1 , di f luoropropyl , 
dichloroethy 1 , dichlorcpropyl , methoxy, methy lenedioxy , 
ethoxy, propoxy, n-butoxy, ammo, and nitro; 
10 cr a pharmaceutically-acceptable salt thereof. 

31. The composition of Claim 30 selected 
from compounds, and their pharmaceutical ly acceptable 
salts, of the group consisting of 

1 c 
■Li —) 

4- [3- (dif luoromethyl) -4, 5-dihydro-7 -methoxy-lH- 

benz [g] indazol- 1-yl] benzenesulf onamide; 
4- [3- (dif luoromethyl) -4, 5-dihydro-7 -methy 1-lH- 

benz [g] indazol -1-yl] benzene sulfonamide ; 
20 4- [4 , 5-dihydro-7-methoxy-3 - ( trif luoromethyl ) -1H- 

benz [g] indazol-l-yl]benzenesulf onamide; 
4- [4 , 5-dihycro-3- ( trif luoromethyl ) -IH-benz [g] indazcl- 

1 -y 1 ] benz enesul f onamide ; 
4- [4 , 5-dihydro-7-methyl-3- { trif luoromethyl ) -1H- 
25 benz [g] indazol- 1-yl ] benzenesulf onamide; 

methyl [1- ( 4-amincsulf onylphenyi ) -4 , 5-dihydro-7- 

methoxy-lH-benz [g] indazol -3 -yl ] carboxylate; and 
4 - [ 4 , 5 -dihydro- 3 -trif luoromethyl -1H- 

thienc [3 , 2 , g] indazol -1-yl] benzenesulf onamide . 

30 

32. The composition of Claim 20 wherein r! 
is selected from phenyl, naphthyl, biphenyl, and five- 
or s ix -member ed heteroaryl, wherein R^ is substituted 
at a subst i tut able pes it ion with one cr mere radicals 

j 3 selected from nalo, lower a 1 ky 1 , Icwer aikoxy, hydroxy! 
and lower halcalkyl; wherein R^ is selected from lower 
haioalkyl; wherein F.3 is hydrido; and wherein R^ is 



WO 95/15316 



PCT/US94/12720 



241 

aryl substituted at a substitutable position with 
sulfamyl; or a pharmaceutically-acceptable salt 
thereof . 

j 33. The composition of Claim 32 selected 

from compounds, and their pharmaceutical ly acceptable 
salts, of the group consisting of 

4- [1- (4-f luorophenyl) -3- ( trif luoromethyl ) -lH-pyrazol- 
0 5-yl] benzenesulf onamide ; and 

4- [1- (4-methoxyphenyl) -3- ( trif luorcmethyl ) -lK-pyrazol- 
5 -y 1 ] benzenesul f onamide . 

34. A pharmaceutical composition comprising 
^5 a therapeutically-ef f ective amount of a compound and a 
pharmaceut icaily-acceptable carrier or diluent, said 
compound selected from a family of compounds of Formula 
II 



20 




(ID 



wherein R 2 is selected from hydrido, alkyl, 
haloaikyl, alkoxycarbonyl , cyano, cyanoalkyl ; carboxyl, 
aminocarbony 1 , alkylaminocarbonyl , 

25 cycloalkylaminocarbonyl , arylaminocarbonyl , 
carboxyalky 1 amino car bony 1 , carbcxyaikyl , 
aralkoxycarbonylalkylaminocarbony 1 , aminocarbonyl alkyl , 
alkoxycarbonyicyanoalkenyl and hydrcxyalkyl ; 

wherein R 3 is selected from hydrido, alkyl, 

3D cyano, hydroxys Iky 1 , cyclcalkyl, alkylsulf cnyl and 
hale; and 

wherein R 4 is selected from aralkenyl, aryl, 
cycloaikyi, cycioalkenyl and heterocyclic; wherein R 4 
is optionally substituted at a substitutable position 
2 5 with one or more radicals selected from halo, 
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alkyl, hydroxy 1, alkenyl, hydroxyalkyl , carboxyl, 
cycloalkyl, alkylamino. dialkylamino, alkoxycarbenyl , 
aminocarbonyl , alkoxy, haloalkcxy, sulfamyl, 
5 hctsrccycxic and arru.no; 

provided R 2 and R 3 are not both hydrido; 
further provided that r2 is not carboxyl or methyl when 
R 3 is hydrido and when R 4 is phenyl; further provided 
that R 4 is not triazolyl when R 2 is methyl; further 

10 provided that R 4 is not aralkenyl when R 2 is carboxyl, 
aminocarbonyl or ethoxycarbcny 1 ; further provided that 
R 4 is not phenyl when R 2 is methyl and R 3 is carboxyl; 
and further provided that R 4 is not unsubstituted 
thxenyl when R 2 is tr if iuoromethyl ; 

15 or a piiaxuicn--euticaiiy- acceptable salt thereof. 

35. The composition of Claim 34 wherein R 2 
is selected from hydride, lower alkyl, lower haloalkyl, 
lower alkoxycarbenyl, cyano, lower cyanoalkyl, 
20 carboxyl, aminocarbonyl, lower alky lammocarbonyl , 

lower eye i oa 1 ky 1 amine car bony 1 , aryi aminocarbonyl , lower 
car boxy alkyl amine car b onyl , lower 
aralkoxycarbony lalky 1 aminocarbonyl , lower 
aminocarbonyl alky 1 , lower carboxyalkyl , lower 

2 5 alkoxycarbonylcyanoalkenyl and lower hydroxyalkyl ; 

wherein R 3 is selected from hydrido, lower 
alkyl, cyano, lower hydroxyalkyl, lower cycloalkyl, 
lower alkylsulf onyl and halo; and 

wherein R 4 is selected from aralkenyl, aryl, 
3C cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 
is optionally substituted at a subs t itutable position 
with one or mere radicals selected from halo, lower 
alky lthio , lower alkylsulf onyl , cyano, mtro, lower 
haloalkyl, lower alkyl, hydrcxy 1 , icwer alkenyl, lower 

3 5 hydr oxydlky 1 , carboxyl, lower cycloalkyl, lower 

alkylammo, lower dial Icy 1 ami no , lower alkoxycarbenyl, 
aminocarbonyl, lower alkoxy, lower haloalkoxy, 
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sulfamyl, five or six membered heterocyclic and amino; 
or a pharmaceutically-acceptable salt thereof. 

36. The composition of Claim 35 selectee 
5 from compounds, and their pharmaceucically-acceptaole 
salts, of the group consisting of 

4-(5-(4-chlorophenyi)-3-(trifluoromethyl}-lH-pyrazol-l- 

yl] benzenesuifonamide; 
4-[5-phenyl-3- ( t rif luoromethy 1 ) - IH-pyrazol-1- 
10 Yl ] benzenesul f onamide ; 

4-[5-(4-fluorophenyl)-3Mtrifl U oromethyl)-iH-pyrazol-l- 
yl ] benzenesuifonamide ; 

4- [5- (4-methoxyphenyl) -3- (tr if luoromethy 1 ) -lH-pyxazol- 

-1 -y 1 ] benz enesul f onamide ; 
4-[5-{4-chlorophenyl)-3- (dif luoromethyl ) -IH-pyrazcl - 
yl] benzenesulf onamide ; 

4-t5M4-methylphenyl) -3 Mtrif luoromethyl) -lH-pyrazol-1- 
y 1 ] benzenesuifonamide ; 

4-[4-chloro-5-(4-chlorophenyl)-3-(trifluoromethyl)-iH- 
20 pyrazol-l-yl] benzenesulf onamide; 

4-[3-(difluoromethyl)-5-(4-methylphenyl) -lH-pyrazoi -i - 
yl] benzenesuifonamide;' 

4-[3- (difluoromethyl) -5-phenyl-lH-pyrazol-i- 
y 1 ] benzenesuifonamide ; 

4 - { 3 - (di f luoromethyl ) - 5 - ( 4 -methoxypheny 1 ) - lH-pyrazol - 1 - 
yl ] benzenesuifonamide ; 

4- [3-cyano-5- ( 4 - f luorophenyl ) -lH-pyrazol-i- 

yl] benzenesulf onamide; 

4-[3-(difluoromethyl)-5-{3-fluoro-4-methoxyphenyl) -1H- 
pyrazol-l-yl ] benzenesuifonamide ? 

4-[5-(3-fluoro-4-methoxyphenyl)-3-(trifluoromethyl)-lH- 

pyrazol -1-yi] benzenesulf onamide; 
4-[4-chloro-5-phenyl-lH-pyrazol-l- 
y 1 ] benzenesuifonamide ; 

4-[5-(4-chiorophenyl) -3- (hydroxymethyl ) -lH-pyrazol - 

yl] benzenesulf onamide; and 
4-[5-(4-(N,N-dimethylamino)phenyl) -3 - (trif luoromethyl ) - 
lH-pyrazol-1-yl] benzenesuifonamide. 



25 



30 
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27. a method of creating inflammation :r an 
inf lanumaticn-associated disorder in a subject, said 
method comprising administering to the subject having 
or susceptible to such inflammation or inflammation- 
associated disorder, a therapeut ically-ef f ective amount 
of a compound of Formula I 



(i) 




wherein R 1 is selected from aryl and heteroaryl, 
wherein R 1 is substituted at a substitut able position 
with one or more radicals selected from sulfamyl, halo, 
alkyl, alkoxy, hydroxy!, haloalkyl and 

?..C H R s 
— S-N=C-N' : 

15 V» 

wherein R 2 is selected from hydrido, halo, alkyl, 
haloalkyl, cyano , nitro, formyl, carboxyl , alkoxy, 
amino carbonyi , alkoxycarbonyl , carboxyalkyl , 

a 1 ko wr 1 ^ rhn n\r 1 7 In; " a^i^i^/^ ^ ^> -> ~ ^3 : _ . . _ 

" J -r - — / —.^-^iiu, ^jraiiuamnaiiiu , Cy dHC a 1 Ky 1 , 

20 alkcxycarbonyicyancalkenyl , aminocarbcny lalkyl , k- 
alkylammocarbcnyl , N- aryl amino car bony 1 , i£, N- 
dialkylaminocarbonyi, N-alkyl-N-ary lammocarbony 1 , 
cycloalkylammocarocnyl , net erccycl icammocar bony 1 , 
carboxyalky lammocarbony 1 , 

25 aralkoxycarbcrylalkylaminocarbonyl , alkylcarbony 1 , 
alkylcarbonylalkyl, hydroxy a lkyl , haioaralkyi, 
carboxyhaloalkyl , alkcxycarbonyihaioalky 1 , 
ajnmocarbonylhaicaikyl , alkylammocaroony lhaloalkyi , n- 
alkylamino , N-dialkyl amino , N-aryiaminc, K- 

3 3 aralkylammo , N- alkyl -N-aralkylammo , N-aiky 1 - n- 
aryl amino , ammcalkyi, M-alkyiammoalkyi , N,N- 
dialkylammoalkyl, N-arylaminoalkyl , N- 
aralkylamincalkyl, N-aikyl-N-araikylammoalky 1 , N- 
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alkyl-N-arylaminoalkyl , arylcxy, aralkoxy, arylthio , 
aralkylthic , alkylthio , alkylsulf ir.y 1 , alky Isul f ony 1 , 
N-aikyiaminosulf onyi ( N-ary laminosulf onyl , 
aryisuif onyl , N, N-diaikyiaminosuif onyi , N-aikyl-N- 
aryiammosulf onyi , heterocyclic , 




10 wherein R-* is selected from hydrido, alkyl, halo, 

haloalkyl, cyano , nitro, formyi, carboxyl, 
alkoxycarbony 1 , carboxyalkyl , alkoxycarbonylalkyl , 
amidino, cyanoaraidino , amino carbony 1 , alkcxy, N- 
alkylamino, N, N-dialkylamino , amino carbonylalky 1 , N- 

15 alky laminocarbonyl , N-arylammocarbonyl , N,N- 

dialkyiammocarbonyl , N-alky i-N-ary laminocarbonyl , 
alky icarbonyl .. alkylcarbonylalkyl . hydroxyalky 1 . 
alkylthio, alkylsulf inyl , alkylsulf onyl , N- 
alkylaminosulf onyl , N-arylammosulf onyl , aryisuif onyl , 

20 N, N-dialkylaminosulf onyl , N-aikyl -N-arylammosulf onyl , 
cycloalkyl, heterocyclic, heterocyclicalkyl and 
aralkyl; 

wherein R 4 is selected from aralkenyi, aryl, 
cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 

2E is optionally substituted at a subst i tutable position 
with one or more radicals selected from halo, 
alkylthio, alkylsulf inyl , alkyl, alkenyl, 
alkylsulf onyi , cyanc, carboxyl, alkoxycarbony 1 , 
aminocarbonyl , N-alky laminocarbonyl , N- 

3 3 ary laminocarbonyl , N, N-diaiky laminocarbonyl , N-aikyi-N- 
ary laminocarbonyl , haloalkyl, hydroxyl, alkoxy, 
hydroxyalky 1 , haloalkoxy, sulfamyl, N- 
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alkylamincsulf ony 1 , amino, N'-alky 1 amino , N,N- 
dialkylammo, heterocyclic, eye loalJcyl alky 1 ( nitre, 
acy laminc ( 




cr wherein R 3 and R 4 together form 




10 

wherein m is 1 to 3, inclusive; 

wherein A is selected from phenyl and five or six 
memo ere d heteroary 1 ; 

wherein R 5 is alkyl ; 

15 wherein R 6 is one or more radicals selected from 

halo, alkylthio, alky Isulf inyl , alkylsulf onyl , cyano, 
carboxyl, alkcxycarbenyl , amino carbonyl , N- 
alky laminocarbonyl , N-ary laminc carbonyl , alkyl , 
alkenyl , N , N-di a Iky laminocarbonyl , M-alkyl-N- 

20 ary laminocarbonyl, haloalkyl, hydrido, hydrcxyl, 
alkoxy, hydroxyalkyl , haloaikoxy, sulfamyl, n- 
alkylaminosulfonyi, amino, N-alkylamino , N,N- 
dialkyiammo, heterocyclic, cycloalkyialkyl , mtro and 
acylammo; and 

25 wherein R 7 is selected from hydrido, alkyl, aryl 

and aralkyl; 

provided R 2 and P, 3 are not identical radicals 
selected from hydride, carboxyl and ethoxy carbenyi ; 
further provided that R 2 is net carboxyl or methyl when 
3: F. 3 is hydride and <,-hen R 4 is pnenyi; further provided 
that R 4 is net triazolyl when R 2 is methyl; further 
provided that R 4 is not aralkenyl when R 2 is carboxyl, 
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aninc car bony 1 cr ethoxycarbonyl ; further provided that 
R 4 is net phenyl when R 2 is methyl and R^ is carboxyl; 
further provided that R 4 is not unsubst ituted thienyl 
when R z is trif luoromethyl ; and further provided that 
5 R 4 is aryl substituted with sulfamyl or R 5 is sulfamyl 
when R 1 is phenyl not substituted with sulfamyl; 

or a pharmaceutically-acceptable salt thereof. 



38. The method of Claim 37 wherein r' 1 is 
10 selected from aryl selected from phenyl, naphthyl and 
biphenyl, and five- or six-membered heteroaryl, wherein 
R 1 is substituted at a substitutable position with one 
or more radicals selected from sulfamyl, hale, lower 
alkyl. lower alknvy. hydroxy 1, lower halcalkyl and 

15 

° % c ? R 5 
— s-n = c-n; ; 

V 

wherein R 2 is selected from hydride, halo, lower 
alkyl, lower halcalkyl, cyano, nitro, formyl, carboxyl, 
lower alkoxycarbonyi, lower carboxyalkyl , lower 

20 alkoxycarbonylalkyi, amidino, cyanoamidino , lower 
cyanoalkyl, lower alkoxycarbonylcyanoalkenyl , 
aminocarbonyl , lower alkoxy, lower aryloxy, lower 
aralkoxy, lower aminocarbonyl alkyl , lower N- 
alkylaminocarbonyl , N- aryl aminocarbonyl , lower N, N- 

25 dialkylaminocarbonyl, lower N-alkyl-N- 

arylaminocarbonyl, lower cycloalkylaminocarbonyl, lower 
heterocyclicaminocarbonyl , lower 
carboxyalkylaminocarbonyl , lower 

aralkoxycarbonylalkylaminocarbonyl , lower haloaralky 1 , 
3 0 lower carboxyhaloalkyl , lower alkoxycarbcnylhalcalkyl , 
lower aminocarbcnylhaloalkyl , lower 

alky laminocarbonylhalc alkyl , lower alky 1 car bony 1 , lower 
a -ky* car cony lalky 1 , lower aikyiamino, lower N,N- 
dialkylaminc, N-arylamino, lower N-araiky lammo , lower 
35 N-alkyl-N-aralkylammo , lower N- alkyl -N-arylamino , 
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lower ammoalkyi, lower N-alkylarr.inoaiky 1 . lower n ( n- 
dialkyla-inoalkyl, lower K-aryla:ninoalky 1 , lower K- 
aralkylaminoaljcyl , lower N-alkyl-N-aralkylaminoalkyl , 
lower N-alkyl-N-ary lammoalkyl , arylthio, lower 
5 aralkylthic, lower hydroxyalkyi , lower alkylthio, lower 
alkylsulf inyl , lower alkylsul f onyl , lower N- 
alkylammosulfcnyl , N-ary iaminosul f onyl , arylsulf cnvl , 
lower N, N-dialky iar.inosulf onyl , lower N-alkyl-N- 
ary 1 amino su If onyl , heterocyclic, 




wherein R 3 is selected from hydrido, lower alkyl, 
15 halo, lower haloalkyl, cyano, nitro, formyl, carboxyl, 
lower alkoxycarbcnyl , lower carboxyalky 1 , lower 
alkoxycarbcnylalkyi , amidino, cyanoamidino , 
aminocarbonyl, lower alkoxy, lower N-alky lamino , lower 
N, N-dialky iamino , lower arainocarbcnylalky 1 , lower N- 
20 alkylaminccarbonyl, lower N-ary laminocarbonyl, lower 
N. N-dialkylaminocarbcnyl, lower N-alkyl-N- 
arylaminocarbonyl ( lower alkylcarbonyi , lower 
alkylcarbonylalkyl, lower hydroxyalkyl , lower 
alkylthio, lower alkylsulf inyl. lower alkylsulf onyl , 
25 lower N-alkylamincsulf onyl , N-ary lammcsul f cnyi , 

arylsulf onyl , lower N, N-dialky lammosul f onyl , lower N- 
aikyl -N-ary iamincsui f onyl , lower cycloalkyi, 
heterocyclic, lower heterocyclicalkyl and lower 
aralkyl ; 

33 wherein R 4 is selected from lower aralkenyl, 

aryl, lower cycloalkyi, lower cycloalkenyl and five to 
ten memberec heterocyclic; wherein R 4 is optionally 
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substituted at a subst 1 tutable position with one or 
mere radicals selected from halo, lower alkylthie , 
lower alkylsulf inyl, lower aikyl, lower alkenyl, iowei 
alky Isulf onyl , cyanc , carbcxyl, lower alkoxycarbenyl , 
5 ammocarbonyi , lower N- a Iky 1 ammo car bony 1 , n- 

aryl amino car bony 1 , lower N, N -dial ky 1 amine car bony 1 , 
lower N-alkyi -N-ary iaminocarbonyl , lower haloalkyi, 
hydroxy!, lower alkcxy, lower hydroxyalky 1 , lower 
haloaikoxy, sulfamyi, lower N-alky laminosulf ony 1 , 
10 amino, lower N-aikyiamino , lower K , N-diaikylamino , 
five- or six-membered heterocyclic, lower 
cycioalkyialkyl , nitro, acylamino, 

f R 7 
/"Y"" 2 ' and ^^y w * '< 

0 S 

or wherein and R 4 together form 

(CH 2 ) m 



'% '-• 



20 wherein m is 1 to 3, inclusive; 

wherein A is selected from phenyl and five or six 
membered heteroaryl; 

wherein R 5 is lower aikyl; 

wherein R 6 is one or more radicals selected from 
25 halo, lower aikylthio, lower alkylsulf inyl , lower 

alkylsulf onyl , cyano, carboxyl, lower alkcxy car be nyl , 
ammocarbcnyl , lower N -a^kyl amino car be ny 1 , N- 
ary lammocarbcnyi , lower aikyl, lower alkenyl, lower 
M , N- dial ky Iaminocarbonyl , lower N-aikyl-N- 
3 0 dry iaminocarbonyl , lower haloalkyi, hydrido, hydroxy!, 
lower alkcxy , lower hy dr o xy a 1 ky 1 , lower haloaikoxy, 
sulfamyl, lower N-alkylaminosulf ony 1 , amino, lower N- 
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alkylamino, lower N, N-dialky iaminc , five- cr six 
nembered heterocyclic, lower cycloalky lalkyl ( nitro and 
acylamino; and 

wherein P." 7 is selected from hydride, lower alkyl, 
5 aryl and lower aralkyl; 

or a pharmaceucically-acceptable salt thereof. 

39. The method of Claim 33 wherein R^ is 
phenyl, wherein R- is substituted at a substitutable 
10 position with cne cr more radicals selected from 

sulfamyl, halo, lower alkyl, lower alkoxy, hydroxyl, 
lower haloalkyl and 

— s-n=c-n ; 

wherein is selected from hydrido, lower alkyl, 

15 lower haloalkyl, cyano , carboxyl, lower alkcxycarbcnyl , 
lower carboxyl 1 -y 1 . , lower cyanoalkyl, lower 
alkoxycarbonylcyancalkenyl , lower haloaralkyl, lower 
car boxy haloalkyl ( lower alkoxycarbonylhaioalkyl , lower 
ammocarbcnylhaloalky 1 , lower 

20 alkylaminocarbonylhaloalkyl , lower N-alky lammo , lower 
M, N-dialky lammc , N-arylamino, lower N-aralkylamino , 
lower N-aikyi -N- aralkyl amino , lower N-alky i-N- 
ary lammo , lower aminoalkyl, lower N-alky Iaminoalky 1 , 
lower N, N-dialky Iaminoalky 1 . lower N- aryl aminoalkyl , 

25 lower N-aralky lammo alkyl , lower N-alkyl-N- 

aralkylammoaikyl , lower N- alkyl -N-ary Iaminoalky 1 , 
aryloxy, lower aralkoxy, lower alkoxy, lower aikylthio, 
arylthio, lower aralkylthio, amino car bo ny 1 , lower 
aminocarbonylaikyl , lower N-alky 1 amino car bony 1 , N- 

3 0 arylaminocarbony 1 , lower N , N-dialky lammocarbonyl , 
lower N-alkyl-K-ary laminocarbcny 1 , lower 
eye lea Iky lammocarbonyl , lower 
carbcxyalkylammocarbcnyl , lower 

aralkoxycarbonyialkylaminccarbonyl , lower hydroxy alkyl , 
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wherein is selected from hydride lower alley 1, 
5 halo, cyano, lower hydroxyalkyl , lower alkylthio, lower 
alkylsulf inyl , lower alkylsulf onyl , lower alkoxy, lower 
N-aikylaminc, lower N, N-dialkylamino , lower N- 
alkylammosuif onyl , N-aryiammosulf onyl , arylsulf onyl , 
lower N,N-dialkylaminosulf onyl, lower N-alkyl-N- 

10 arylaminosulf onyl and lower cycloalkyl; 

wherein R 4 is selected from lower aralkenyl, 
aryl, lower cycloalkyl, lower cycioalkenyl and five to 
ten membered heterocyclic; wherein R 4 is optionally 
substituted at a subst itutable position with one or 

15 mere radicals selected from halo, lower alkylthio, 

lower alkylsulf inyl, lower alkyl, lower alkenyl, lower 
alky isulf onyl , cyano, car boxy 1 , lower alkoxy car bony! , 
aminocarbonyl, lower haloalkyl, hydroxy!, lower alkoxy, 
lower hydroxyalkyl, lower haloalkoxy, sulfamyl, lower 

20 alky larainosulf onyl, amino, lower N-aikylamino , lower 
N T ,N-diaikylamino, five or six membered heterocyclic, 
lower cycloalkylalkyl, nitro, 

R 7 R 7 r 7 

OS o 
or wherein P. 3 and ?A together form 

25 

:ck-i. 
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wherein r. is 2 ; 

wherein A is selected from phenyl and five cr six 
metered heteroaryi 

wherein R 5 is lower alkyl: 
5 wherein R^ is one or more radicals selected from 

halo, lower alkylthio, lower alky lsui f iny 1 , lower 
alkyl, lower alkenyi , lower alkylsulf onyl . cyano, 
carboxyl , lower alkoxycarbonyl , aminccarbony 1 , lower 
haloalkyl, hydroxyl, lower alkoxy, lower hydroxyalkyl , 
10 lower halcalkcxy, sulfamyl, amino, lower N-aiky lammo , 
lower M # N-dialkyl amino , lower cycioalkyialkyl and 
nitro; and 

wherein R~ is selected from hydrido, lower alkyl, 



15 or a pharrr.aceuticaily-accepcable salt thereof. 

40. The method of Claim 39 wherein R 1 is 
phenyl, wherein R- is substituted at a substi tutable 
position with one or more radicals selected from 
2C sulf amy 1 , halo, lower alkyl, lower alkcxy and 

— s— n s c-n % ; 

V 

wherein R 2 is selected from hydrido, lower alkyl, 
lower haloalkyl, cyano, carboxyl, lower alkoxycarbonyl, 
lower carbcxy alkyl , lower cyano a Iky 1 , lower 
25 aikcxycarbonylcyanoalkenyl , lower haloaralkyl, lower 

carbcxyhaloalkyl , lower alkoxycarbcnylhaloalkyl , lower 
aminccarbony lhalcalkyi , lower 

alkylaminocarbcnylhaloalkyl, lower N-alkylamino , lower 
N, N-dialky lamir.o , N-ary laminc , lower N-aralkylamino, 

2 3 lower N-aiky 1 -N"- ara Iky lammo , lower M-alkyl-N- 

arylamino, lower ammoalkyl , lower K-alky lamir.calkyl , 
lower N, N-dialky iar.mcalky 1 , lower r;-ary 1 amino alky 1 , 
lowei N-aialky iciir.ii.odiky 1 , luwei M-alkyi-N- 
aralkylaminc alkyl , lower N-alkyi -N- arylaminoalky 1 , 

35 lower alkoxy, aryloxy, lower aralkoxy, lower alkylthic, 
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arylthic, lower aralkyithio, ammocarbonyl , lower 
aminocarbonylaikyl, lower N-aikylaminocarbonyl , N- 
arylaminocarbonyl, lower N, N - dial ky 1 ami no car bony 1 , 
lower N-alkyl-N-arylaminccarbonyi , lower 
cycioalky laminocarbonyl , lower 
carboxyalky laminocarbony 1 , lower 
heterocyclicaminocarbonyl , lower 

aralkoxycarbonylalkylaminocarbonyl , lower hydroxy a Iky] 



R 7 
i 



R' 



io u s o 



R' 

I ? R 

•"V^*"* , NH 2 ^ 

T Y ' " v 



R „7 

Chh 

O 



wherein R 3 is selected from hydrido, lower alkyl, 
halo, cyano, lower hydroxyalkyl , lower alkoxy, lower N- 
15 alkyiamino, lower N, N-dialky lamino , lower alkyl thio, 
lower alkylsulf onyl and lower cycloalkyl; 

wherein R 4 is selected from lower aralkenyl, 
aryl, lower cycloalkyl, lower cycloalkenyl and five to 
ten membered heterocyclic; wherein R* is optionally 
substituted at a substitutable position with one or 
more radicals selected from halo, lower alkylthio, 
lower alkylsulf inyl, lower alkyl, lower alkenyi, lower 
alkylsulf onyl, cyano, carboxyl, lower alkoxycarbonyl, 
aminocarbonyl, lower haloalkyl, hydroxy 1, lower alkoxy, 
lower hydroxyalkyl, lower haloalkoxy, sulfamyl, ammo, 
lower N-aikylamino, lower N, N-dialky lamino , five or six 
membered heterocyclic, lower cycioalky la Iky : 



nitre 



N v NH 2 A NH-. i 

o s I 

or wherein R 3 and R 4 together form 
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wherein m is 2; 
5 wherein A is selected from phenyl and five 

r.embered hetercaryl; 

wherein R- is lower aikyl; 

wherein R° is one or more radicals selected from, 
hale, lower aikyl, lower alky lsulf onyi , lower 
10 haloalkyl, lower alkcxy, sulfamyl, amino and nitro; and 
wherein R 7 is selected from hydrido, lower aikyl, 
aryl and lower aralkyl; 

or a pharmaceutically-acceptable salt thereof. 

15 41. The method of Claim 40 wherein R 1 is 

phenyl substituted at a substitutable position with 
one or more radicals selected from halo, lower aikyl, 
sulfamyl and 

H .R 5 
— S-N s ON ; 

2 J wherein ? 2 is selected from hydrido, lower aikyl, 

1-wer haloalkyl, cyano , carboxyl, lower alkoxycarbony 1 , 
lower carboxyalkyi , lower cyanoalkyl, lower 
alkoxycarbony icyanoalkenyl , lower haloaralkyl, lower 
carboxyhaioalkyl , icwer alkoxycarbony lhaloalkyl , lower 

2 5 air.inocarbonylhalcalkyl, lower 

alkylaminocarbonyihaloaikyl , lower N-alky lamino , lower 
N,N-dialkylamino. N- aryl ami no , lower N- aralkyl amino , 
lower >J-alky l-N-araikyiamino, lower N-aikyi-N- 
aryiaminc, lewer arnmcalkyl, lower N-alky laminoalkyl . 

2 1 lower N, N-dia Iky 1 ami no a Iky 1 , lower N-arylammcalky 1 , 
lower N-aralkyiamir.caikyl , lower M-alkyl-N- 
aralkylaminoalkyl , lower N-alky 1 -N-arylaminoalky 1 , 
lower alkoxy aryloxy, lower aralkoxy, lower aikyl thio, 
aryithio, lower aralkyithio, aminocarbony 1 , lower 
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aminocarbonylalkyl. lower N-alkyiaminccarbonyl , K- 
ary latino car bony 1 , lower N, N-dialky laminocarbcnyl , 
lcwer N-alkyl-N-arylaminocarbonyi , lower 
cr/clo alky laminocarbcnyl ( lcwer 
5 carboxyalkylaminccarbonyl , lower 

aralkoxycarbenylalkylammocarbonyl , lower hydroxyalkyl , 




10 

wherein R^ is selected from hydrido, lower alkyl, 
halo, cyano, lnwer hydroxyalkyl , lower alkoxy, lower 
alkyithio, lower N-alkylammo , lower N, N-dialkylamino , 
lower alkylsulf onyl and lower cycloalkyl; 

15 wherein R 4 is selected from lower aralkenyl, 

aryl, lower cycloalkyl, lower cycloalkenyl and five to 
ten membered heterocyclic; wherein R 4 is optionally 
substituted at a subst ltutabie position with one or 
more radicals selected from halo, lower alkyithio, 

20 lower alkylsulf inyl , lower alkyl, lower alkenyl, lower 
alkylsulf onyl, cyano, carbcxyl, lower alkoxycarbonyl , 
amino car bo nyl, lower haloaikyl, hydroxy 1, lower alkoxy, 
lower hydroxyalkyl, lower haloalkoxy, sulfamyl, lower 
al kyl amino carbonyl, amino, lower N-alkylamino, lower 

25 N, N-dialkylamino , five or six membered heterocyclic, 
lcwer cycloalkyl alkyl , nitre, 
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wherein F 5 is lower aikyl; and 

wherein R 7 is selected from hydride, lower alkyl 
aryi and lower aralkyl; 
or a pharmaceut ical ly - acceptable salt thereof. 

5 

42. The method of Claim 41 wherein R 1 is 
phenyl, substituted at a substitutable position with 
one or more radicals selected from fluorc, chloro, 
methyl, sulfamyl and 

0.0 K 

— s-n=c-n ; 

1C *CH 3 

wherein R 2 is selected from hydrico, methyl, 
ethyl, iscpropyl, Cert-butyl, isobutyl , hexyl, 

^ / -x^.uwwmtuiij-x, Li.i.ixuuiuuit;LJiyi, 

chloromethyl , dichlcromethyl , trichlcromethy 1 , 

15 pentaf luoroethyl , heptaf luoropropy 1 , 

dif luorochloromethyl , dichlorcf luoromethy 1 , 
dif luoroethyl , dif luoropropy 1 , dichloroethyl , 
dichloropropyl , cyano, carboxyl, methoxycarbonyl , 
ethoxycarbonyl , iscpropoxycarbonyl , tert- 

20 butoxycarbonyl , prcpoxycarbonyl , butoxy car bony 1 , 

isobutoxycarbonyl, pentoxycarbonyl , acetyl, propionyl, 
butyryl, isobutyryl, valeryl , isovaleryl, pivaloyl, 
hexanoyl, trif luoroacetyl , cyanomethyl , 
ethoxycarbonyl cyanoechenyl , 1 , 1-dif luoro- 1 - 

25 phenylmethyl, 1, 1-dif luoro-1 -phenylethy 1 , 

dif luoroacetyi, methoxycarbonyldif luoromethy 1 , 
dif luoroacetamidyl , N, N- dime thy ldif luoroacet amidyl, N- 
phenyldif luoroacetamidyl, N-ethylamino , N -methyl amino , 
N, N- dimethyl ami no , K, N-diethyl amino , N-phenylamino , N- 

1 3 benzylamino , N-phenylethylamino, N-methy 1-N- 

benzy 1 amino , N* - e thy 1 -N- phenyl ami no , K -met hy 1 - N- 
phenylammo , aminomethyl , N-methy lammomethyl , M, N- 
dimc tny lammome t hy ± , * * pnenylaiuinoinetny , N- 
berizylaminonethyl . N-methyl-N-benzy laminomethyl , M- 

3 5 methyl-N-pheny laminomethyl, methoxy, ethoxy, phenoxy, 
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tenzyloxy, me thy i thio , phenylthio, benzylthio, N- 
methylurea , M-me thy Ithiourea , N-methylacetamidyl , urea, 
ureamethyl , thiourea , thioureamethy 1 , acetamidyl, N- 
pheny Ithiourearr.sc.hy 1 , N-benzy lt.hioureair.ct.hyl , M 
5 methylthioureamethyl , N-phenylureamethyl , N- 
benzylureamethyl , N-methylureamethyi , N- 
phenylacetamidylmethyl , N-benzylacetamidy lmethy 1 , N- 
methylacetamidy lmethy 1 ( aminocarbony 1 , 
aminocarbony Imethy 1 , N-methy laminocarbcny 1 , N- 

1C ethy 1 amino car be ny 1 , N-isopropylaminccarbonyl , M- 
prcpylaminocarbonyl, N-butyl aminocarbony 1 , N- 
isobutylaminocarbonyl , N- tert -butyl aminocarbony 1 , M- 
pentylaminocarbonyl, N-phenylaminocarbony 1 , N , N - 
dimethylaminocarbonyi , N-methyi-N-ethyiammocarbonyl , 

15 N- (3 -f luorophenyl) ami no car bony 1 , N- (4- 
methy lphenyl ) aminocarbony 1 , N- ( 3 - 
chlorophenyl) aminocarbony 1, N-methy 1-N- (3- 
chloropheny 1 ) aminocarbony 1 , N- (4- 
methoxyphenyl) aminocarbony 1 , N-methy 1-N- 

2C phenylaminocarbonyl, cyclopentylaminocarbonyl , 

eye lohexyl amino c arbony 1 , c arboxyme thy lamino car bony 1 , 
benzy loxycarbony lmethyiaminocarbonyl , hydroxyprcpyl , 
hydroxymethyl . and hydroxypropyl; 

wherein R^ is selected from hydrido, methyl, 

25 ethyl, isopropyi, tert-butyl, isobutyl, hexyl , fluoro, 
chlcro, bromo, cyano, methoxy, methyl thio, 
methylsulf onyl, N-methy lamino , N-ethylamino , N,N- 
dimethylamino, N , N- die thy lamino , cyciopropyl, 
cyclopentyl, hydroxypropyl, hydrcxymethyl , and 

3C hydrcxyethyl ; and 

wherein R* is selected frcm pheny lethenyl , 
phenyl, naphthyl , biphenyl, cyclohexyl, cyciopentyi, 
cyclcheptyl , 1-cyciohexenyl , 2-cyclohexenyl , 2 - 
cycicnexenyi , 4-cyclohexenyl , 1-cyclopentenyl , 4- 

3 5 cyclcpentenyl, benzefuryl , 2 , 3 -dihydrobenzof ury 1 , 
1,2,3, 4-tetrahydronaphthyl , benzothienyl , indenyl , 
indanyl, indolyi, dihydroindolyi , chrcmanyi, 
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benzcpyran, thiochromanyl , benzcthicpyran, 
benzodioxolyl , benzodioxanyi , pyridyl, thienyl, 
tniazolyl, oxazclyl, furyl and pyrazinyl; wherein R** is 
optionally substituted at a subsc ltv.i-eble position with 
one or more radicals selected from fluoro, chlorc , 
tromo, methylthio, methylsulf inyl , methyl, ethyl, 
propyl, isopropyl, cert-butyl, isobutyi, hexyl, 
ethylenyl, propenyl, methylsulf onyl , cyano , carboxyl , 
mechoxycarbonyl , ethoxycarbonyl , isopropcxycarbcnyl , 
tert-butcxycarbcnyl , propoxycarbonyl , but oxy car bony 1 , 
isobutoxycarbonyi, pentoxycarbony 1 , amino car bony 1 , 
f luoromethyl , ci f luoromethyl , trif luoromethyl , 
chloromethyl , c: chlorcmethyl , trichloromethy 1 , 

npnf-af 1 nnmerhw' hanr af 1t ir>-r-/"M^v/^T-vi , i 

c - - ' ~ w^jr ^ , 

15 bromcdif luoromethyl , di f luorochlcromethyl , 

dichlorcf luoromethyl, dif luoroethyl , dif luoropropy 1 , 
dichlorcethyl, dichloropropyl , hydroxy 1, methoxy, 
methylenedicxy, ethcxy, propcxy, n-butoxy, sulfamyl, 
methylammcsulfonyl, hydroxypropy 1 , hydroxy isopropyl , 

20 hydroxymethyl, hydroxy ethyl , trif luoromethoxy , ammo, 
N-mechylamiao. N-ethylamino, N-ethy 1-N-methylamino , 
N,N-dimethylaminc , N, N-diethylaminc , formylamino, 
nethylcarbcnylamino, trif luoroacetamino , piperadmyl , 
piperazinyl , morpholmo , cyclohexylmethyl , 

25 eye lopropy line thy 1, cyclcpentylmethy 1 , nitro. 



R R 7 

I i R 

O c '« 



? 

O 



and 



wherein R 7 is selected from hydrido, methyl, 
3 3 ethyl, phenyl and benzyl; 

or a pharmaceutical ly- acceptable salt thereof. 
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43. The method of Claim 42 selected from 
compounds, and their pharmaceutical ly acceptable salts 
of the group consisting of 

5 ethyl 1- [4- ( amincsul fonyl ) phenyl ] -5- ( 4 -chlorophenyl ' - 
lH-pyrazole-3-carboxylace; 
ethyl 1- [4- { amine sul fonyl > phenyl ] -5- (4-methylphenyl ) - 

lH-pyrazcle-3 -carboxylate ; 
isopropyl 1- [4- ( arrunosui fonyl ) phenyl ] -5- (4- 
10 chlorophenyl) -lH-pyrazcle-3 -carboxylase ; 

N- [4-methylphenyl] -1- [4- (aminosul fonyl ) phenyl ] -5 - (4- 

fluorophenyl) -lH-pyrazole-3 -carboxamide; 
N- [3 - chlorophenyl] - 1 - f 4 - (aminosul fnnvi \ nhom,i i t a _ 

U — • B J - J ~> \ -* 

15 f luorophenyi ) -lH-pyrazole-3 -carboxamide ; 

N- [3-f luorophenyl] -1- [ 4 -( aminosul fonyl ) phenyl ] -5- (4- 

f luorophenyi) -lH-pyrazole-3 -carboxamide ; 
N- [3-f luorophenyl] -1- [4- ( aminosulf onyl ) phenyl] -5- (4- 
chlorophenyl) -lH-pyrazole-3 -carboxamide; 
20 phenylmethyl N- [ [1- [4- (aminosulf onyl) phenyl J -5- (4- 

chlorophenyl) -lH-pyrazol-3 -y 1 ] carbonyl ] glycinate ; 

[5- (4-bromophenyl) -3 -cyano-lH-pyrazol -1 - 

yl ] benzenesulf onamide ; 
[3-cyano-5- ( 4 - f luorophenyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
[5- {4 -chlorophenyl) -3 -cyano-lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
[ 3 - cyano - 5 - ( 4 -methoxyphenyl ) -lH-pyrazol -l^- 
yl ] benzenesulf onamide ; 
[3 -cyano- 5- ■ 4 -methylpheny 1 ) -iH-pyrazol - 1 - 

yl] benzenesulf onamide; 
[3 -cyano-5- ( 4 -methyl thiophenyl ) - lH-pyrazol-1- 

y 1 ] benzenes 1 f onamide ; 
[5- (5-chloro-4-methoxyphenyl) -3 -cyano- lH-pyrazol - 1 - 
yl] benzenesulfonamide; 
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4 - [ 5 - : 5-bromc-4-methoxyphenyl ) -3 -eyano- IH-pyrazol -1 - 

y 1 ] benzenesulf cnamide ; 
4 - [ 3 - oy a r. o - 5 -pher.y 1 - 1 H - py raze 1 - 1 - 

y 1 ] benzenesul f cnamide ; 

5 

4- ( 4 -chlorc- 5 - : 4 - f lucr cphenyl ) -IH-pyrazol - 1 - 

yl ] benzenesulf onamide ; 
4- [4-chlorc-5- : 4 - chlcropheny 1 ) - IH-pyrazol - 1 - 

yl 1 benzenesulfor.ar.ide ; 
10 4- [4-bromo-5- { 4 -chlorcphenyl ) -IH-pyrazol- 1- 

yl] benzenesulf onamide; 
4- [ 4 -chlcro-5 -phenyl -IH-pyrazol -1 - 
yl ] benzenesulf onamide ; 

4- [4-chloro-5- \2 , 5 -dichioro- 4 -methoxypheny 1 > -1H- 
15 pyrazol- 1-yl] benzenesulf cnamide; 

4- [4-bromo-5- ■ 4 -methyl phenyl ) -lH-pyrazol-1- 

yl ] benzene ~u If onamide ; 
4 - ; 4 -chlcro-5- ( 4 -methyl phenyl ) - IH-pyrazol -1- 
yl] benzenesulf cnamide; 
2 0 4- [4 -chlcro-5- ( 3 -chloro-4 -methoxypheny 1 ) -lH-pyrazoi-1- 
yl ] benzenesulf onamide ; 
4- [4-chlcro-5- ( 4 -methoxypheny 1 ) -IH-pyrazol-l- 

4 - [ 4 -fcromc -5 - i 4 -methoxyphenyl ] -lH-pyrazcl-1- 

2 5 yl] benzenesulf onamide ; 

4- [ 4 -cyano-5 - i 4 -methoxyphenyl ) -IH-pyrazol -1- 
yl ] benzenesulf onamide ; 

4- [4-chloro-5- ( 4 -chlcropheny 1 J -3- ( trif luorcmethyl) - 

3 0 lH-pyrazcl-l-yl ] benzenesulf onamide ; 

4-[4-ethyl-5-pheny:-3- :r i f lucre-ethyl -iH-pyrazol -1 - 

y I i benzenesulf onamide ; 
4 - [ 4 -methyl- 5 -pheny 1 - 3 - ! :r i f luorcmethyl } - IH-pyraze 1 

1-yl ] ben zenesul f onamide ; 
3 5 4- [5- ( 4 -methoxyphenyl : - 4 -methyl -3 - ( trif luorome thy 1 ) - 

IH-pyrazol-l-yl ] benzenesulf cnamide; 
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4- [ 5 - ( 4-chlorophenyl 3 -4 -methyl -3 - ( trif luoromethy 1 ! - 

lH-pyrazol - 1-yl ] benzenesul f onamide ; 
4 - [ 5 - ( 4-chiorcphenyl } - 4 -ethyl -3 - ( trif luoromethy I ) -1H- 

pyr a zol - 1-yl] benzenesul f onamide; 
5 4- [4-ethyl-5- ( 4 -methyl phenyl ) -3- ( trif luoromethy i ) -1H- 

pyrazol- 1-yl] benzenesulf onamide; 
4- [4-ethyl-5- { 4 -methoxy-3 -methylpheny 1 ) -3- 

( trif luoromethy 1) -IH-pyrazol-l- 

y 1 ] benzenesulf onamide ; 
10 4- [4-ethyl-5- ( 4-methoxyphenyl ) -3- ( trif luoromethyl) - 

lH-pyrazol-l-yl] benzenesulf onamide; 
4- [ 4 -ethy 1-5- (3-f luoro-4-chlorophenyl ) -3- 

( trif luoromethy! ) -lH-pyrazci-1- 

y 1 ] i>ts nzcucsui fcnajuj.de ; 
15 4- [5- { 4-f luorophenyl ) -4-methyl-3- ( trif luoromethyl ) - 

lH-pyrazol-l-yl ) benzenesulf onamide ; 
4- [4 -me thy 1-5- ( 4 -methylpheny 1 ) -3- (trif luoromethyl ) - 

lH-pyrazol-l-yl ] benzenesulf onamide ; 
4- I 4 - f iuoro-5 -phenyl-3 - { trif luoromethyl ) -lH-pyrazci- 
20 1-yl ] benzenesulf onamide ; 

4- [4-bromo-5- ( 4-chlorophenyl ) -3- (dif luoromethyl ) -1H- 

pyrazol -1-yl] benzenesulf onamide ; 
4- ( 4 -chloro-5 - (3 , 5-dichloro-4 -methoxypheny 1 ) -3- 

(dif luoromethyl ) -lH-pyrazol-1- 
25 y 1 ] benzenesulf onamide ; 

4- [ 4-chloro-3- (dif luoromethyl ) -5 -phenyl -lH-pyrazol-1 

yl] benzenesulf onamide; 
4- [4-bromo-3- (dif luoromethyl ) -5 -phenyl- lH-pyrazol-1- 

y 1 ] benzenesul f onamide ; 
30 4- [4-chlcro-3- (dif luoromethy 1 ) -5- (4-methoxyphenyl) - 

lK-pyrazol - 1-yl ] benzenesulf onamide ; 
4- [ 4 -chloro-3-cyano-5-phenyi-lH-pyrazol-l- 

y 1 ] benzenesulf onamide ; 

35 yl] benzenesulf onamide : 

4- [ 4 -chlorc-3 -cyano-5- ( 4- f luorophenyl ) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 
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4- [4-bromc-3-cyano-5- f 4 -f luorophenyl ) -lK-pyrazc 1 - 1 - 

yl ] benzene sulfonamide ; 
4- ; 4 -bromc-5 -cyano- 5 -phenyl -lK-pyrazcl-1- 

yl ] benzenesulf cnamide ; 
5 ethyl [1- ; 4 -amincsulf ony Iphenyl ) -4-bromo-5- (4- 

chiorcphenyl ' -lK-pyrazcl-3 -yl ] carboxylate ; 
methyl [1- { 4 -ami nosui f ony Iphenyl ) -4 - chloro- 5 -phenyl - 

lH-pyrazcl-3-yi ] carboxylate ; 
methyl [1- ( 4 -ammosul f ony Iphenyl ) -4 -chloro- 5- (4- 
10 chlorophenyll -lH-pyrazol-3 -yl ] carboxylate ; 

ethyl (1- ( 4 -aminosu If ony Iphenyl) -4 -chloro- 5- (4- 

chlorophenyl ) -lH-pyrazol-3 -yl] carboxylase; 
methyl [1- { 4 -ammosul f ony Iphenyl ) -4-chioro-5- (4- 

f luorophenyl ) -lH-pyrazol-3 -yl ] carboxylate ; 
15 methyl [1- ( 4 -ammosul f ony Iphenyl ) -4-bromo-5- (4- 

f luorophenyl) -lH-pyrazol-3 -yl ] carboxylase ; 
methyl [1- ( 4 -ami no sulf ony Iphenyl ) -4 -chloro- 5- (3- 

chloro-4-methoxyphenyl) -lH-pyrazol-3 - 

yl] carboxylase; 
20 methyl [1- ( 4 -amincsulf ony Iphenyl ) -4-chloro-5- (3,5- 

dichloro-4-methcxyphenyl ) -lH-pyrazol-3 - 

yl ] carboxylate ; 
met ny 1 [ 1 - { 4 - ami no su * f ony Ipheny 1 ) - 5 - (3 -br omo - 4 - 

me t hoxyph e ny I : - 4 - chl o r o - - 1 H -py r a z o 1 - 3 - 
25 yl] carboxylate; 

4- [ 4 -chloro-3- isopropy 1-5 -phenyl- lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [4 -chloro-3 -methyl -5 -phenyl -iH-pyrazol -1- 

yl ] benzenesulf cnamide; 
3 0 4- [4-chloro-3-hydroxymethyi-5-phenyl-lK-pyrazol-l- 

y 1 ] benzenesul f cnamide ; 
4 - [ 4 - chl o r o - 5 - ( 4 - chl or opheny 1 ' - 2 - hy dr oxym ethy I - iH- 
pyrazcl -1 -y 1 ! benzenesul f onamide ; 

3 5 4- [5- (4 -chlorophenyll -3- ( tri f luoromethyl ) -iH-pyrazol- 
1-yl ] benzenesul f onamide; 
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4- [5-phenyl-3- ( trif luoromethy 1 ) - lH-pyrazol-1- 

yl] benzene sulfonamide ; 
4-[5- (4-f luorophenyl) -3- ( trif luoromethyl ) -lH-pyrazol- 

1 ~ y 1 ] benzenesul f on&m ids * 
5 4- [5- (4-cyanophenyl) -3- ( trif luororr.et.hyl ) - IH-pyrazol-l- 

yl] benzenesulfcnamide ; 
4- [5- (2, 4 -dif luorophenyl) -3- ( trif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulfcnamide ; 
4- [5- (4-methoxyphenyl) -3- ( tri f luoromethyl ) -lH-pyrazol- 
10 1 -y 1 ] benz enesul f onami de ; 

4- [5- (3 , 4-dichlorophenyl) -3- ( trif luoromethyl ) -1H- 

pyrazol - 1 -yl J benzenesulf onamide ; 
4- [5- (4-bromophenyl) -3- (trif luoromethyl) -lH-pyrazol-1- 

yi J benzenesul r onamide ; 
15 4- [5- (2, 4-dichlorcphenyl) -3- ( tri f luoromethy 1 ) -1H- 

pyrazol -1-y 1 ] benzenesulf onamide ; 
4- [5- (3-chlorcphenyl) -3- { trif luoromethyl ) -lH-pyrazol- 

1-yl] benzenesulf onamide; 
4- [5- (4-methylphenyl) -3- ( trif luoromethyl ) -lH-pyrazol- 
20 1-yl] benzenesulf onamide; 

4- [5- (2-chlorophenyl) -3- ( tri f luoromethyl ) -lH-pyrazol- 

1 -y 1 ] benzenesulfcnamide ; 
4 - [5- (2-f luorophenyl) -3- ( trif luoromethyl ) -lH-pyrazol- 

1-yl ] benzenesulf onamide ; 

2 5 4 - [5- (4-aminophenyl) -3- ( trif luoromethyl ) -lH-pyrazol-1 - 

yl ] benzenesul f onamide ; 
4- [5- {2-methyiphenyl} -3- ( tri f luoromethyl ) -IH-pyrazol- 

1-yl ] benzenesulfcnamide; 
4- [5- (4-fluoro-2-methylphenyl) -3- ( trif luoromethyl ) -1H- 

3 0 pyrazol-l-yl] benzenesulfcnamide ; 

4- [ 5 - ! 3 -methyiphenyl J -3 - i trif luoromethy 1 ) - iH-pyrazoi- 

1 -y 1 ] benz enesul f onamide ; 
4- [5- {4-ethoxyphenyU -3- i trif luoromethyl) -IH-pyrazoi- 

1-yl] benzenesulf onamide; 
3 5 4 - [5 - (3 , 5-dimethylphenyi-4-methoxy ) -3- 

{ trif luoromethyl ) -lH-pyrazol-1- 

y 1 ] benzenesul f onamide ; 
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4- !5- ( 3 - f luorophenyl ) -3- ( tri f luoromethyl ) -iH-pyrazol- 

1-y 1 ] benzenes;: If onamide ; 
4 - !5 - ;3-f luoro-4-methcxyphenyi) - 3- ( trif luoromethyl ; - 

IK - pvr3 zc 1 - 1 - y 1 ] benzene sill f onam i dc ■ 
5 4- '5- :4-ne: hy 1 1 hi opneny 1 ) -3- ( tr i f luoromethy 1 ) -1H- 

pyrazol-1 -yi; benzenesuif onamide ; 
4- [5- ;4-chloro-3-methylphenyl) -3- ( trif luoromethy 1 ) -1K- 

pyrazoi -1 -y 1 ; benzenesuif onamide ; 
4-[5- [ 4-ethylphenyi ) -3- ( trif luoromethy 1 ) - 1H -pyrazol - 1 - 
10 yl] benzenesuif onamide; 

4- l 5- (2 , 4-dimethyIphenyl ) -3- ( trif luoromethy 1 ) -1H- 

pyrazol-l-yi ] benzenesuif onamide ; 
4 - : 5 - ( 2 - me t h oxyp h e ny 1 \ - 3- ( trif luoromethy 1 ) -lH-pyrazcl- 

15 4- [5- ( 4-methoxy-3 -T.ethylphenyi) -3- ( trif luoromethyl ) - 

IH-pyrazol -1-yl ] benzenesuif onamide; 
4- [5- ( 3 -bromo-4 -methyl thiophenyl) -3 - (trif luoromethyl : - 

lH-pyrazol-l-yl ] benzenesuif onamide ; 
4- [ 5- (3-chlsro-4-methylphenyl) -3- (trif luoromethyl: -1H- 
20 pyrazol -1-yl] benzenesuif onamide; 

4- [5- (3 , 4-cimethoxyphenyl) -3- ( trif luoromethyl ; -1K- 

pyrazoi- 1-yl] benzenesuif onamide; 
4 - [5 - ( 3 -chlcro-4 -methoxyphenyl ) -3- ( tri f lucromethy 1 ) - 

IH-pyrazoI - 1-yl ] benzenesuif cnamide ; 
2 5 4- -5 - ( 3 -chloro-4 -methoxy-5-methylphenyl) -3- 

( trif luoromethyl ) -IH-pyrazol-l- 

yl] benzenesuif onamide ; 
4- [5- <3-ethyl-4-methoxyphenyl) -3- (trif luoromethyl ) -1H- 

pyrazol-1 -y 1 ] benzenesuif onamide ; 

2 0 4- [5- (4-f luoro- 2 -methoxyphenyl) -3- ( trif luoromethyl ) - 

1H- pyrazol - 1 -yl ] benzenesuif onamide ; 
4 - ; 5 - ' 4 -met he xy - 3 - 3 -propenyl) phenyl ' - 3 - 
« trif luoromethyl - - IH-pyrazol - 1 - 
y 1 1 oenz enesu i z onamide , 

3 5 4 - ; 5 - { 3 , 5 -dichloro- 4 -methoxypheny 1 ) -3 - 

(trif luoromethyl ) -lH-pyrazol- 1 - 
yl ] benzenesuif onamide ; 
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4 - [5- ' 3 -chloro-4- f luorcphenyl ) -2 - [ cri f luoromechy 1 ! -1H- 

pyrazol-l-yl ] benzenesul f onamide ; 
4- [ 5- (3 -f luoro-4-methylchiophenyl ; -3 - 

. . j - ' * 

5 yl] benzenesul fonamide ; 

4- [5- (5-mechyl-4-mechylchiophenyl ) -3- 
Icrif luoromechyl) -lH-pyrazcl -1 - 
yl ] benzenesul fonamide ; 
4- [5- (3-chloro-4-mechyichiophenyl ) -3- 
10 (crif luoromechyl) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4- [5- (4- (N, N-dimechylamino) phenyl) -3- ( crif iuoromethyl ) 

lH-pyrazol-i-yi ] benzenesul fonamide ; 
4- '5- (4-mechyi-3-nicrophenyi ) - j- ( crif luoromechyl ) -1H- 
15 pyrazol- 1-yl] benzenesulf onamide; 

4- [5- (4- (N-mechylamino) phenyl) -3- (trif luoromechyl ; -1H- 

pyrazol-1 -j 1 ) benzenesulf onamide 
4- [5- (3-amino-4-methylphenyl) -3- ( crif luoromechyl ) -1H- 
pyrazol -1-yl] benzenesul fcnamide; 

20 

4- [5- (4-chlorophenyl) -3- (dif luoromechyl ) -lH-pyrazol- 

1-yl] benzenesul fonamide,- 
4- [5- (4-mechylchiophenyl) -3- (dif luoromechyl) -1H- 

pyrazol -1 -yl ] benzenesulf onamide ; 

2 5 4- [5- (4-meChylphenyl) -3- (dif luoromechyl ) -lH-pyrazcl- 

1-y 1 ] benzenesulf onamide ; 
4- [5-phenyl-3- (dif luoromechyl ) -iH-pyrazol- 1- 

yl ] benzenesulf onamide ; 
4- (5- (4-raechoxyphenyl) -3- (dif luoromechyl ) -iH-pyrazol- 
30 1-yl ] benzenesul fonamide ; 

4- [5- (3-fluoro-4-meChoxyphenyl) -3- ( dif luoromechyl : - 

1H- pyrazol - 1-yl ] benzenesul fcnamide ; 
4- [5- (4-chlorophenyl) -3- (dif luoromechyl ) -lH-pyrazcl- 

i-yl] benzenesul fonamide ; 

3 5 4- [5- (2-fluoro-4-methoxyphenyl) -3- (dif luoromechyl ; - 

lK-pyrazol-l-yl ] benzenesulf onamide ; 
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4- [5- (3-chloro-4-methyiphenyl) -3- !dif luoromethyl ) -1H- 

pyrazol-l-yl] benzenes u I f onamide ; 
4 - ] 5 - ■; 5 -chicro- 4 -r,e: h c xy p h e n y 1 ) - 3 - ( dif luoromethyl j - 

IH-pyrazc 1 - 1-yl] benzenesul f onamide; 
5 4- [5- (4-chlcro-3-mechylphenyl) -3- (dif luoromethyl J -1H- 

pyrazoi-1 -yl] benzenesul f onamide ; 
4- [5 - (3 , 4-dimethcxyphenyl) - 3 - { dif lucromethyi ) -1H- 

pyrazol-1 -y 1 ] benzenesulf onamide ; 
4- [5- (3 , 5-dichlcrc-4-methoxyphenyl ) -3 - 
10 (dif luoromethyl } -IH-pyrazol-l- 

yl] benzenesulf onamide ; 
4- [5- (3, 5-dif luorc-4-methoxyphenyl) -3- 

(dif luoromethyl ) -1H- pyrazol - 1 - 

yl] benzenesulf onamide; 
15 4- [5- (2-methoxyphenyl) -3- (di f luoromethyl ) -IH-pyrazol- 

1-yi] benzenesulf onamide ; 
4 - [5 - (3-brcmo-4-methcxyphenyl) - 3- ( dif luoromethyl } -1H- 

pyr azol- 1-yl] benzenesulf onamide ; 
4- [5 - (4-methylsuifcnylphenyl) -3- (dif luoromethyl ) -1H- 
2 0 pyrazol - 1 -y 1 ] benzenesul f onamide ; 

4- [5- (4-chlorophenyl) - 3- (heptaf luoropropy 1 ) -1H- 

pyrazol-i-yi ] benzenesulf onamide ; 
4- [5- (4-chlorophenyl) -3- ( chloro-di f luoromethyl ) -1H- 

2 5 pyrazc 1 - 1 -y 1 J benzenesulf onamide ; 

4- [5- (4-chlorophenyl) -3 - (pentaf luoroethyl ) -1H- 

pyrazol - 1 -y 1 ] benzenesul f onamide ; 
4- [5- (4-f iuorophenyl) -3- ( 3 -hydroxypropy 1 ) - 

IH-pyrazcl-l-yl] benzenesulf onamide; 

3 0 4- [5- (4-chlorophenyl) -3- (cyanomethyl) - 

IH-pyrazcl- 1 -yl ; benzenesul f onamide ; 
4 - [ 5 - ■ 3 , 5 -di chicro -4 -methcxypheny 1 ) - 3 - ( 3 - 
hydrcxyprcpyl ) - 1H- pyrazol - 1 - 
yl ] benzenesulf cnamide ; 
3 5 4 - [5- ; 2 -chicro-4 -mezhcxyphenyl ) -3- ( chlorcmethyl ; -1K- 
pyrazol- 1-yl] benzenesulf onamide; 
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4 - [ 3 - ( chloro -dif luoromethyl ) -5- (3 - f luoro- 4 - 

methoxypheny 1 ) - IH-pyrazol - 1 - 

yi ] benzenesulf onamide ; 
ethyl 3- [1- { 4-amir.osui f onylphenyl ) -5- (pher.yU -ih- 

pyrazol-3-yl ] -2 -cyano-2 -propenoate ; 
4- [5- (phenyl) -3- ( f luoromethyl ) -IH-pyrazol - 1- 

yl] benzenesulf onamide; 



4- [5- (5-bromo-2-thienyl) -3- (dif luoromethy 1 ) -1h- 
10 pyrazoi-l-yl] benzenesulf onamide; 

4- [5- (5-chloro-2-thienyli -3- (dif luoromethyl ) -IH- 
pyrazol -1-yl ] benzenesulf onamide ; 
4- [5- (1-cyclohexenyl) -3- ( dif luoromethyl ) - IH-pyrazol - 1 - 

t r 1 T Kon«» onrtni i 1 *J ~* . 

15 4- [5- (1-cyclohexyl) -3 - (dif luoromethyl ) -IH-pyrazol -1- 

yi] benzenesulf onamide; 
4- [5- (S-benzodioxanyl) -3 - (dif luoromethyl ) -IH-pyrazol- 1- 

yl ] benzenesul f onamide ; 
4- [3- (dif luoromethyl) -5- (4-methylcyclohexyl) -1H- 
20 pyrazol-l-yl] benzenesulf onamide; 

4- [5- (2-benzofuranyl) -3- (dif luoromethyl ) -IH-pyrazol-l - 

yl ] benzenesulf onamide ; 
4- [5- (1, 3-benzodioxol-5-yl) -3- (dif luoromethyl ) -1H- 

pyrazol-l-yl ) benzenesulf onamide ; 

25 

4- [5- (2-benzofuryi) -3- ( trif luoromethyl ) -lH-pyrazcl-i- 

yl] benzenesulf onamide; 
4- [5- (5-bromo-2-thienyl) -3- ( trif luoromethyl ) -1H- 
pyrazol-l-yl] benzenesulf onamide ; 
3 0 4- [5- (5-chloro-2-thienyl) -3- ( trif luoromethyl ) -1K- 
pyrazol-l-yl] benzenesulf onamide ; 
4- (5- :5-indanyl) -3- ( trif luoromethy 1 ) - 1H -pyrazol-l- 
yl ] benzenesulf onamide ; 
i — ' , j -me Lii^ - - u*u.eii^ x , - j - ■. Li-L iuu: cnetr.yi j - m- 
35 pyrazci-l-yl ] benzenesulf onamide ; 

4- [ 5 - (2 , 3 -dihydrobenzofuran-2-yl) -3 - ( trif luoromethyl] - 
lH-pyrazol-l-yl] benzenesulf onamide ; 
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4- [5- Il-cyclohexenyi) -3- ( tri f luoromechyi ) -lH-pyrazoi- 

1-yl ] benzenesulf onamide; 
4- ! 5 - : 1 . 2 , 3 , 4 -cetrahydrcnaphth-5 -yl : -3 - 
(trif luoromethyl) -IH-pyrazol - 1 - 
5 yl j benzenesulf onamide; 

4- [5- (2-benzothienyl) -3- ( crif luoromethy 1 ) -IH-pyrazol - 1 - 

yl ] benzenesulf onamide ; 
4 - [5 - (3 , 4-dihydro-2H-l-benzcthiopyran-7-yl ) - 3 - 
( trif luoromethyl ) -lH-pyrazcl-1- 
1C yl] benz ene sulfonamide ; 

4- [5- (4-methyl-l, 3 -benzodioxol-S -yl ) -3- 
( trif luorcmethyl ) -lK-pyrazoi-1 - 
yl j benzenesulf onamide; and 
4- [5- (4-methyl-l, 3 -benzcdicxol- 5 -y 1 ) -3- 
15 (trif luoromethyl) - iH-pyrazo 1 - 1 - 

yl ] benzenesulf onamide . 

44. The method of Claim 42 where the compound 
is 4- [5- (4-methylphenyi: -3 - ( trif luoromethyl: -lH-pyrazol- 
1-yl 3 benzenesulf onamide, cr a pharmaceutically-acceptable 
salt thereof. 



20 



45. The method of Claim 42 where the compound 
is 4- [5- (4-chlcropheny!) -3 - (dif luoromethyl ; -iH-pyrazc 1-1- 

25 yl] benzenesulf onamide, or a pharmaceutically-acceptable 
salt thereof. 

46. The method of Claim 42 where the compound 
is 4- [5- (3-flucro-4-methcxyphenyl) -3- (dif luoromethyl) -1H- 

3C pyrazol-l-yljbenzenesulf onamide, or a pharmaceutically- 
acceptable salt thereof. 

47. The method of Claim 3 8 wherein R 1 is 
phenyl substituted at a substitutable position with 

3 5 sulfamyl; 

wherein R 2 is selected from lower haicalkyl, 
cyano, carboxyl, lower alkoxycarbcny 1 , lower 
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carbcxyalkyl , amine car bony 1 , lower N- 

alkyl amino carbenyl , N- aryi ami nocar bony 1 , lower n\n- 

arylaminocarbony 1 , lower cycloalky 1 ami no car bony 1 and 
lower hydroxyalkyl ; 

wherein and R 4 together form 



2 ' Ti 



10 wherein m is 2; 

wherein A is selected from phenyl and five 
membered heteroaryl; and 

wherein is one or more radicals selected from 
halo, lower aikyl, lower alky lsulf ony 1 , lower 
15 haloalkyl, lower alkoxy, amino and nitro; or a 
pharmaceutically-acceptabie salt thereof. 

48. The method of Claim 47 wherein r2 is 
selected from f luoromethyl , dif luoromethy 1 , 
2C trif luoromethyl , chlorcmethyl , dichlcromethyl , 

trichloromethyl , pentaf lucroethyl , heptaf luoropropyl , 
dif luorochloromethyl , dichlorof luoromethy 1 , 
dif luorcethyl , dif luoropropyl , dichloroethyl , 
dichloropropy 1 , cyano, carboxyl, methoxycarbony 1 , 

2 5 ethoxycarbonyl , isopropcxycarbeny 1 , tert- 

butoxycarbonyl , propoxycarbonyi , butoxycarbonyl , 
isobutoxycarbonyl , pentoxycarbonyl , acetyl, propionyl, 
butyryl, isobutyryl, valeryi, isovaieryl, pivaloyl, 
hexanoyl, trif lucroacery 1 , amine carbony 1 , N- 

3 3 methylaminocarbonyl , N-ethyiaminocarbony 1 , :j- 

i scpropyi amine carbonyi , K-prcpyiamir:ocarour;yi r 11- 
buty iaminc car bony 1 , N- isobutylammocarbcny 1 , N-tert- 
butylaminocarbonyl , N-pentylammocarbony 1 , N- 
phenylaminocarbonyi, N , N- dimethyl ami no carbonyi , N- 
3 5 methyl-N-ethylaminocarbonyl, N- (3- 
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f luoropheny 1 ; amine carbenyl , N- (4- 
r.ethyi phenyl ; amir.ccarbcr.y 1 , :;- ( 3 - 
chlcrcphenyl ) ammecarbcnyl , N- ( 4 - 
methoxyphenyl ) ammo car bony 1 , N-methyl-N- 
5 phenylaminocarbonyl , cyclohexylaminocarbonyl , 

hydroxypropyl , hydroxymethyl and hydroxy ethyl ; wherein 
A is selected from phenyl, furyl and thienyl; and 
wherein is cne or more radicals selected from 
fluoro, chloro, bromo, methylsul f onyl , methyl, ethyl, 

10 isopropyl, tert -butyl, isobutyl, f luoromethyl , 
dif luoromethyl , trif luoromethyl , chloromethyl , 
dichloromethyl , :r ichloromethyl , pentaf luoroethy 1 , 
heptaf luoropropyl , di f luorochloromethy 1 , 
dichlorof luoromethyl , dif luoroethyl , dif luoropropyl , 

15 dichloroethyl , dichlcropropy 1 , methoxy, methylenedioxy , 
ethoxy, prcpoxv , n-butoxy, amino, and nitro; 

or a pharmaceut ically-acoeptable salt thereof. 

49. The method of Claim 48 selected from 
2 0 compounds, and their pharmaceut ically acceptable 
salts, of tne group consisting of 

4- ( 3 - (dif luoromethyl : -4 , 5 -dihydro -7 -methoxy- 1H- 
benz [g] indazel- 1 -yl ] benzenesulf onamide; 

2 5 4- [ 3 - (dif luoromethyl ; -4 , 5 -dihydro- 7 -methyl -1H- 

benz [ g] indazel- 1 -yl ] benzenesulf onamide ; 
4 - [ 4 , 5 -dihydro -7 -methoxy -3 - ( trif luoromethyl J -1H- 

benz [g] indazoi- 1-yl ] benzenesulf onamide; 
4- [4 , 5 -dihydro -3 - ( tr if luoromethyl ) -lH-benz [g] indazel - 

3 0 1-yl] benzenesulf onamide ; 

4- [4 , 5-dihydro-7-methyi-3- ; trif luoromethyl i -IK- 
benz [ g ] indazel- 1 -yl ' benzene sul f onamide ; 

methyl [ 1- < 4 -amine sul f ony lphenyl ) - 4 , 5 -dihydro -7 - 

methoxy- 1H -benz ' g ] indazoi- 3 -yl ] carboxylate ; and 
3 5 4- [4 , 5 -dihydro- 3 -trif luoromethyl- 1H- 

thienc [ 3 , 2 , g] indazoi -1-yl] benzenesulf onamide . 



WO 95/15316 



PCT/US94/12720 



271 

53. The method of Claim 3 3 wherein R- is 
selected from phenyl, naphthyl, biphenyl, and five- or 
six-membered heteroaryl, wherein R- is substituted at a 
subs ti tucabie position with one or more radicals selected 
5 from halo, lower alkyl, lower alkoxy, hydroxy 1 and lower 
haloalkyl; wherein R 2 is selected from lower haloalkyl; 
wherein R 3 is hydrido; and wherein R 4 is aryl substituted 
at a substitutable position with sulfamyl; or a 
pharmaceutical!'/ -acceptable salt thereof. 

1C 

51. The method of Claim 50 selected from 
compounds, and their pharmac eut i cal iy acceptable salts, 
of the group consisting of 

15 4 - [1- (4-f luorcphenyl) -3- ( tri f luoromethy 1 ) -IH-pyrazol- 
5-yl ] benzenesulf onamide; and 
4- [1- <4-methoxyphenyl) -3- ( tr if luoromethy 1 ) -lH-pyrazol- 
5 -yl] benzenesulf onamide . 

52. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising administering to the subject having or 
susceptible to such inflammation or inflammation- 
associated disorder, a therapeutically-ef f ective amount 

2 5 of a compound of Formula II 




(ii) 



wherein R 2 is selected from hydrido, alkyl, 
haloalkyl, alkoxycarbony 1 , cyano, cyanc alkyl , carboxyl 
arr " T .cc3 v "b^ n \' ^ alky 1 ami i^cc* 3 rbonyi 
cycloalkylaminocarbonyl , ary 1 ami noc a rbonyi , 
carboxyalky lairtinccarbonyl , carbcxyalkyl , 
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aralkoxycarbcnylalkylaminccarbonyl , aminocarbcnylalkyl , 
alkoxycarbonyicyanoaikenyi and hydroxyalkyl ; 

wherein R 3 is selected from hydride, alky I, 
cyano, hydroxyalkyl , cycloalkyl, alkylsulf cnyl and 
5 halo; and 

wherein R 4 is selected from aralkenyl, aryl ( 
cycloalkyl, cycloalkenyl and heterocyclic; wherein R 4 
is cptionally substituted at a substitutable position 
with one or more radicals selected from halo, 
10 alkylthio, alkylsulf cnyl , cyano, nitro, haloalkyl, 
alley 1. hydroxy 1, alkenyl, hydroxyalkyl , carboxyl, 
cycloalkyl, alkylamino, dialkylamino , alkoxycarbonyl , 
aminocarbonyl , alkcxy , halcalkcxy , suifamyl , 
heterocyclic and amino; 
15 provided R 2 and R 3 are not both hydrido; 

further provided that R 2 is not carboxyl or methyl when 
R 3 is hydrido and when R 4 is phenyl; further provided 
that R 4 is not triazclyl when R 2 is methyl; further 
provided that R 4 is net aralkenyl when R 2 is carboxyl, 
2C aminocarbonyl or ethcxycarbenyl ; further provided that 
R 4 is not phenyl when R 2 is methyl and R 3 is carboxyl; 
and further provided that R 4 is not unsubstituted 
thienyl when R 2 is tr if luoromethyl ; 

or a pharmaceutically-acceptable salt thereof. 

25 

53 . The method of Claim 52 wherein R 2 is 
selected from hydride, lower alkyl, lower haloalkyl, 
lower alkoxycarbonyl, cyano, lower cyanoalkyl, 
carboxyl, aminocarbonyl, lower alky laminc carbonyl , 

2 0 lower cycloalkyl amine carbonyl , ary iammocarbony 1 , lower 
carboxyalkylaminccarbonyl , lower 
aralkoxycarbcnylal!<ylaminocarbonyl , lower 
ammocarbonylalkyl , lower carboxyalkyl , lower 
alkoxycarbonyicyanoalkenyl and lower hydroxyalkyl; 

35 wherein R 3 is selected from hydrido, lower 

alkyl, cyano, lower hydroxyalkyl , lower cycloalkyl. 
lower alkylsulf onyl and halo; and 
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wherein R 4 is selected from aralkenyl, aryl, 
cycloalkyl , cycioalkenyl and heterocyclic; wherein R^ 
is optionally substituted at a subst i tutabie position 
with one or more radicals selected from halo, lower 
5 alkylthio, lower alkylsulf onyl , cyano , nitro, lower 

haioaikyl, lower alkyl, hydroxyl, lower alkenyl, lower 
hydroxyaikyi, carboxyl, lower cycloalkyi, lower 
alkylaminc, lower dialkyiamino , lower alkoxycarbonyl , 
aminocarbonyl, lower alkoxy, lower haloalkoxy, 
10 sulfamyl, five or six membered heterocyclic and amino; 
or a pharmaceutically-acceptable salt thereof. 

^4 The mofhr%r* r\ f rl aim C 1 jz 

- - " — - < ~> «3<=._ LCU i.i.Ulll 

compounds, and their pharmaceut icaily-acceptable salts, 
15 of the group consisting of 

4- [5- (4-chlorophenyl) -3- ( trif luoromethyl ) -lH-pyrazoi-1- 

y 1 ] benzenesulf onamide ; 
4- [5 -phenyl -3- ( trif luoromethyl J -lH-pyrazol -1- 
2C yl ] benzenesulf onamide ; 

4- [5- (4-fluorophenyl) -3- (trif luoromethyl) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
4- [5- (4-methoxyphenyl) -3- ( trif luoromethyl ) -IH-pyrazol-l- 

yl] benzenesulf onamide; 
25 4- [5- (4-chlorophenyl) -3- (dif luoromethyl) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [5- (4-methylphenyl) -3- ( tri f luoromethyl ) -lH-pyrazoi- 1- 

y 1 ] benzenesul f onamide ; 
4- [4-chIoro-5- (4-chlorophenyl) -3- ( trif luoromethyl ) -1H- 
- C pyrazoi- 1 -yl ] benzenesul f onamide ; 

4- [3- (dif luoromethyl) -5- (4-methylphenyl) - lK-pyrazol - 1 - 

yl ] benzenesulf onamide ; 
4 - [ 1 - ( d: f luoromethyl } - 5 -phenyl - IH-pyrazc 1 - 1 - 

yl ] benzenesulf onamide ; 
35 4- [3- (dif luoromethyl) -5- (4-methoxyphenyl) -lH-pyrazoi-1- 

yl] benzenesulf onamide; 
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4-13 -cyano- 5- ( 4 - f luorcphenyl 1 -lH-pyrazol- 1- 

yl ] benzenesui f cnamide ; 
4- [3 - (dif iuoromethyl ) -5- (3-f luorc-4 -methoxyphenyl ) -1H- 

pyrazol-1 -y 1 ] benzenesul f onamide ; 
5 4 - [5 - ( 3 -fluoro- 4 -methoxyphenyl) -3- ( tr i f Iuoromethyl ) -IK- 

pyrazol-1 -yl] benzenesulf onamide ; 
4- [ 4-chlcro-5-phenyl-lH-pyrazol-l- 

yl ] benzenesulf cnamide ; 
4- [5- ( 4 -chloropheny 1 ) -3- ( hy drcxy methyl ) - IH-pyrazol-l- 
10 yl] benzenesulf cnamide ; and 

4- [5- (4- (N,N-dimechylamino) phenyl) -3- ( tn f Iuoromethyl ) - 



lH-pyrazcl-l-yl ] benzenesulf onamide . 



55. The method cf Claim 37 for use in treatment 



15 



of inflammation. 



56. The method cf Claim 37 for use in treatment 
of an inflammat ion-associated disorder. 



20 



57. The method of Claim 56 wherein the 
inflammation-associated disorder is arthritis. 



58. The method of Claim 56 wherein the 



inflammation-associated disorder is pain. 



25 



59. The method of Claim 56 wherein the 
inflammat ion- associated disorder is fever. 
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